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NTwiwv), 87.0% (60/69) MiHE#EEET (=W HD
80% VL 2R LCTwab, REISEIMS12PY CEWR
WEIZEHIR o0 A A [66~1217 A1) THREM MG BT
A OIEIFL R h o 726

(22) HE 2015452

PUTNE- ¢ HIWe3%5-% O LTBLIRIR D14 7 #kT . 9H,
4R, 3HR @ 3 FEH O LTBIGH HF XS H WS TWw b,

B GRNOPEHEIEARHTH 2 2 AEIHFE LY
SHRAMFATHW SN TW S, 5 b R At
b T2 255FMIEAH, oHIZ61 A CE¥4ERT43.9
+12.75%) #%, 3HRI1Z208 A ([M46.7£15.6%) » %5 %
ZAFTWw5, BIERIC X 2B 213 9H T3.3% (2/61
(9B 1 NdEHBE SN % ZE L CLTBIEHEE]) T2
Bl & B IFRESEE, 3HR T11.5% (24/208 [ 520 AL i H#
FHREZELCLTBIAHSE T, p>0.05) THILER
F B, JFREE 2 6, WERCREER (W, BISTES)
1B, 7 Vv E—Etk 4 6, MEREIER 1 B (EHD
) THoZeS, WINDIBETH -7z, [FEEE] o1
512 9H T9.8% (6/61), 3HR T2.9% (6/208, p=0.009)
THALN, EW RO 3ED oL LA TELZENR
33% (2/61), 1.0% (2/208, p=0.188) THLN7z, HE



646

5 T3 IZ9H T72.1% (44/61), 3HR T 84.6% (176/208,
p=0.085) 7275, WAL EZOTET b EDEEF
FNFNT38% (45/61), 94.2% (196/208, p<0.001) T
BHodze BILHM P I () 1Z9H, 3BHR TZhEh
37.2 (8.8-70.5), 15.0 (7.0-34.0) & 3HR T 2%, i
B OEAITENEN33% (2/61) BLIT0%TH
572

(23) ¥E (UK) /201542

Hi— PR i %12 B\ T 2008~2014 4F D B I HT TNF- a
H B 5-H TH D IGRA B H 1% % LTBLIGHE D %
TitHmtE o LTBIAHRNRE2IAN (DB IART VT
Mg &) A B ASA YA & FEIC3HR O 5%
ZFT WD, 20144EK F TOE T, GBI
BEANTVR,
3.3. Randomized study D15

10 @ randomized clinical trial 23 O #E % % Table 1A
~1CITRT, FTIIHHMAEE L HRIEF O DAL O # 2R

% 95915 5107 2016410 H

T L UT ISR # 2 R,

(1) s 199242

6H vs. 3HR Ti IO 3 7 A, ALTIEE ML LoHD
#5131 A A H T14% vs. 15%, 275 H T22% vs. 19
%, 37 HHT28% vs. 13% WS TBY, 17 HH
I AEENL L, 27 ABUBEIZ6HEETE V. ALT
DY E A TORAD 3 A AMTIIHEICHTE D E
Vo INHORRIE, ARLEIRMIAABIIBNT
i3, REPAYINHIC & 2 FEEZ BT 580K % b > Tw
BREMEASER S N B, T2VFhoBBiEcb EEL
BIVERIZA SN Do 72,

(2) IHYF /19974, 2001 4E202D
HHEFRNORIER T 2 B8 7w, ERIfE
HAHZvoldis <, HILERE TS 572 ASTAY135
ULPLEZR L7 EPHERSINTVWEDIFHT 1A
B THotee TThoEERTHEELRMEMNE
A BN Do T2e 2001 FISFEE S N2 D 595 1L

Table 1A Summary of randomized trials (1) — study design

Country, year of

H a)
publication, Reference Study design

Main criteria for entry

Hong Kong + Double-blind placebo controlled randomized trial - Silicosis patients
1992 + 12 weeks HR vs. 24 weeks H vs. 12 weeks R * =65y.0.
Uganda + Randomized placebo-controlled trial * HIV (+)
1997, 20012927 * 3HR vs.6H vs. 3HRZ vs. placebo * Tuberculin skin test (+)
*18y.0.=
Spain * Prospective, comparative, randomized and open study + LTBI with indication of treatment (such as contac-
19982 + 3HR vs. 9H tants with active tuberculosis)
+ HIV (—) without active liver disease
Spain + Randomized, prospective, open clinical trial + HIV (+) with indication of chemoprophylaxis for
2000% * 3HR vs. 12H tuberculosis
Spain * Prospective, multi-center, randomized, comparative, * HIV (+) with anergy
20033 and open clinical trial - 18—65 y.o.
* 3HR vs. 6H vs. 2RZ vs. no treatment * Without pre-existing liver dysfunction
Spain * Prospective, randomized, open trial - LTBI with indication of treatment (such as contac-
20073V * 3HR vs. 6H tants with active tuberculosis)
+ HIV (—) without active liver disease
Spain + Randomized controlled open clinical trial * HIV (+) without pre-existing liver dysfunction
200732 * 3HR vs. 6H vs. 2RZ + Tuberculin skin test (+)
+ 18=65y.o.
Greece * Prospective randomized controlled study - LTBI with indication of treatment (such as contac-
200733 * 4HR vs. 9H (period 1) tants with active tuberculosis)
* 4HR vs. 3HR (period 2) - <15y.o.
* No history of BCG vaccination
South Africa + Randomized open-label trial * HIV (+)
20113 + 12 week H2R2 under DOT vs. 6H vs. 12 week HiRpti * Tuberculin skin test (+)
vs. continuous H (up to 6 years) c18y.0.=
* Not receiving anti-retroviral therapy
Spain + Controlled randomized prospective clinical trial * Immigrants who have diagnosis of LTBI, according
20133 * 3HR vs. 6H to immigrant screening or contact investigation

* 12-40y.o.
* No known history of HIV or liver disease

Abbreviation. LTBI=latent tuberculosis infection H: isoniazid R: rifampicin Z: pyrazinamide

Rpt: rifapentine  DOT: directly observed treatment
a) Regimens are self-administration not otherwise specified.
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LTBI Treatment with HR /K. Ito

PICHT AMETIE?, =0 M) =25 34ERICBW
TIE6HE 77t RRETHRIGHRDEN R 2o TLE D
A%, 3HR TiE 3 4ERIZB VT H W IR R AR S h
TWwb & SN, RFPO X ) BN D7 5 W IERI R D
TREEDSHER S TV 5,

(3) ARA ¥ /199842

AST2 W L ALTO R 2 /R L72d DX 9H T23.5%
(23/98), 3HR T204% (20/98) TH o720 D9 b,
AST 72\ L ALT2SIEHR B 5 5L L2 /R L72# T
EHIDSHIE I N TV 2, FFEEDACORFRR 2L 9H
THALEREICL 200 1 #l, SHRTHEMZICE D0
1 BITH -7z
(4) ARA ¥,/ 200042

SFRERERE 2 (AST 2\ L ALTAYIES EBR O 2 f5 DL
L) @ F—=s ol oaz 5 E LTI2HT41.7%
(25/60), 3HR T18.8% (12/64, p=0.009) TH > 7c F
72 AST 2\ L ALT 28 1E% LR 5 5 2L Lo flid R kRIS
12H T 18.3% (11/60), 3HR T6.3% (4/64, p=0.07) T
o572 12HTS5 A7 HH FTIZAST W L ALT AS1EH FIR
D5 EERLEHIZX10.0% (6/60) THole 2
5 DFEFNC B 2 FH kI B BRI IR I R iR X
TV,

(5) A4 ¥ ,/20034F0

RO GRE P Er 2GR 22 IA 2B 2 5 <
MExEEHLLOLEbNLS) 2 LNFEIZ6H T4
% (4/82, BZ 5L 9B 3 ADTHEHM T 1 ADTHERT
%), 3HRT1.3% (1/80, BZ b  {GHHE), THEE
%o 7z FFREEDAFCERIFIE (LB 221
CEIVEHIZ 6H TlIHALEREE 1, K% 1, 3HR THALE
W s, &7, 52 Thoz,

(6) A4 ¥ ,/20074FE3D

AST 72\ L ALTASIEH BRR O 5 520 R &R L7k
6HT6.7% (3/45), 3HRT5.9% (3/51, p=0.8) TH > 7=
(7) ARA ¥ ,/2007 432

JFEEE DAL ORIVE CTlHER & L720iZeH T2 (H
1LEEE 1, &5 1), 3HRT5 6 (HILEREE 2, k5
3) Tholzo
(8) ¥ ¥ 7 ,/20074E»

HERGE TERIIWFIGERSNTE ST, b IZTFH
EBYoNKZHoOFEE, HIZ 1 EOHTBTORIRIC
L D EAMMRECER I N3 HHORET Fe T 5
v A (excellent/moderate/poor) DFEPFIHM S N TV 5,
HREET K7 T v AGGHEDEFRIL, “excellent” IR
THABUEI O TR EBYOZH 2 LE (%04
FANEH), “moderate” & HE TOMIRRIN K22 O AL
HLETHDO N SHMIIE U2 (FEEOLMAH),
“poor” 1X [9 4 HIHEHTIE 3 MWL ZN Eom¥T
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MR CHA M SN h o2, 3~4 FHBETIR 1
[\ 72 LZNLL EOBBCTHRIR TEASBRL SN b o
2] R LI3IBRZZ OIS U o728, v
LIRIRFEBE & & SNTWw b, Period 1 ®9H Tl F N2
N 65.5% (152/232), 20.7% (48/232), 13.8% (32/232),
4HRT77.7% (185/238), 14.7% (35/238), 7.6% (18/238)
THEZ LD -72 (p=0.11)o 9H Tmoderate LL_E DR
T RFLT IV ATHoBED) D, 65% (13/200) H*
M & /R %, 6.0% (12/200) SHEEZEO LA (W5
NHIEHE LR 3FELT) 2R L7z, HREETRTEZ A
L7 Cmoderate L LORIET Fe 75 Y ATH -7
650 AP TI1X0.8% (5/650) 25 &AL %E, 1.2% (8/
650) AN—BUEDONEEEZE D FA %, 1.4% (9/650) H3—i#
DR E%E, 0.8% (5/650) AICHLBBCEZ R L7z, LA
L, BIERNC & D BB IEeHBN &L o 2R Enh
ol

(9) Fi7 79 % ,/20114E3

BIEHNC & 2 A ko R R BIVEH oI DWW T
WEHHRE IR RS LT W 2 W A3, “serious adverse events”
DEFH% [the Division of AIDS toxicity table @ grade 3 7
WL 4, ZWLARE, ZWLEEL]E L7729 2T “serious
adverse events” @ # (3 HR #f T 10.6/100PY, 6H#: T 15.4/
100PY (p>0.05) & LTWh, FiEHTOIEH EIR 5
Rl D AST %\ L ALT O A2 S 7= D I3 HR BE
T24%, 6HIFTS5.5% L5 L Twb,

(10) A4 ¥ /20134

AST2 W L ALTIES LR 3 5L, 3 f5~514%, 5
Y O EE EAIZHTENZENS58% (17/294), 3.1
% (9/294), 03% (1/296), 3HR T5.4% (16/296), 1.4%
(4/296), 0% TWINDHFEET Lo 72, HEEDAE
DEMWERNC & 5 iBE7I 13 6H T 3 Bl T RE 2,
B 1, 3HR Tl 6 BITHALERE S, £E 1 Thol,

4, ZEEDLTBIAEHA K4 2B T 5K

4.1, FRINSE 8 Mt v Ic BB H A K54~

(1) K3

BAEDOKRE DA A KT 4~ TIELTBIEH L LTOD
SHR DHEFEE 7 < B d v

(2) AFF?

LTBIG# 7N IC B3 2 HE3E AT AE LT, 9HB &
D6HIZHEX 3 FHIC3-4HRZZTTHY, B34
HROHEFEEB LTV A LX)V & LT “strong
recommendation, based on strong evidence” & L, #&iILPD X
FT7F ) Y ATEBELEEHIIZE WV TIZ6-9H & [H
4 (similar) THorzeaRA Y FLTWD, ZHUITHL
TARFHEIED SHFHIZET N TV DA, HROES
BLXOZEF Y AL RV E LT “conditional recommen-
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dation, based on moderate evidence” & S TH Y “excellent
safety but uncertain efficacy” &I X ¥ FENTW5b, &k,
COHAKIA VIZINH+RPTHE 13 7 H (1238) O
HF)7 (LUF 12wHiRpt) (2B 5 2 RBUBELER R SR O
FERBIMER STV 239, [WiHH LRI T
737 H (acceptable efficacy) #SFE % B 41 % 2%, “high
rates of poorly understood hypersensitivity reactions” @7z
WKEDLOTHELBBRTTOAMEATRETHSL L2
Ay MEN, HRBLIVPZIEFT VALV E LTI

“conditional recommendation, based on moderate evidence”
LE3NTw5b,

(3) EU (%W LEEC [FRHIFEFILFA])

EURKDOT A FF4 2 & LTOMEBEMTEIAHTDH
% %%, EUIZBT 2R 7E/#% Td 5 TBNET O 2
YR YHART— R AV PELT, FHiOOOHEEE
WHRELTHROBIEFT VAL NUAE VDI 12H
(evidence A) & 3HR (evidence A) & LTW%, F7z, 9H
BXU4RIZETHIEFT Y AL NVEES S b evidence
CELENTWSE, TEF Y AL X)L & L Cevidence A IZ
mbE L, CIE3FHICMEMNT SN TS, %3, WHO
g —u v 2 HIE D 53 7 [E] O active case finding {2 B3 L 72
A KT A ¥ OFRAERERA2008 HEIZHEER I TV L0,
A DR SN 7250 7 ETRTT, EISHEMERS
TH R ENZLTBIIX LT 6~9 7 J 1 o> INH HAH
WP SN TV D25, MO LTBIHEH HA L L Tidds
EDRPIT T (in specified circumstances) 11 77 [E (22%)
TIZ3HRAY, 8 #IE (16%) TIZ4RAFEM SN Tw7z,
1-FE® “specified circumstances” 2 Td 5 A ILFLH S
TV,

(4) JERE (UK)*

0164 FICHE SNAEEOFT A K I 4 ¥ TlR6esiEA
il O LTBHZ X LTty X iH#E e LT3HR &2
LEHZ T T 5, T 7210B N o@IUTHH T RE
DIEFRIIIRPL (the person’s clinical circumstances) ZH2D
WTEIRTRETH Y, b L3sHKMTHEED) X
7 EME SN BHE (if hepatotoxicity is a concern after
an assessment of both liver function [including transaminase
levels] and risk factors) 1213 3HR ®iR# i & #Eft X
ETHHLLTVD, IhhbHTHE, DR EBFHNT
A 8T 4 2 TIE35EUTTIER6H & D b 3HR DI ) BT
BEHE DRIV EHB SN TWDE L) TH 5o
(5) FA4u»

KEOHEIRL ¥ X ZHEFL L T 5 D AT, LTBIAH
ELTO3HRIZOWTXRZ T TRRFHF L M LT
W55, HEFZE L CORMBIEH S TR,
(6) 79 VA

FEfl B 5 T LTBI &I S 7z /MBI, EGeR A8

% 95915 5107 2016410 H

FlEZ M TH L, 3HRDHESE (evidence level C) S
TWwh, TR ATIERAIZOH (evidence level B) A3
Fah, REBLE L TC3HRDPHERIN TS (evidence
level B) o Evidence level IZ A& E <, B,C& %2 5IZD
NTEL %%,

(7) 4577w

Hedtim e LTHKIC6H, 4R & 3F A T3HR % 281F
Twb, FEED) X7 DH 5 DD TIE3HRIFEREL
THWwbZ L, HEZSE T TEXEHICRWERKITIE, HIV
FePE# 1B W TIE, 4RV L3HRPHERI R BETH
b, HLLTwWh,

(8) AL 4

LTBLIGEH O HIWHNIZHI 2 < HESEL 2 X 030 Tw
LA, WHOLTBIRHED L Y x4 & LT, 6H, 4R, 2RZ
WA C3HR2SER I NTH Y, LS TT59) 2T
OIEIHEOFENB RSN TS, F723HR DHE,
ANRA Y TIXINH+RFPOEHI 2 R 3710 1 figH o
SEHITHEL72OFDHELAEFE LTWhH,
4.2. WHO B X T DMOEFEDOH A FF 4 >~
WHOLIAMZ, FRESE3IHTLE 2 — L XICE £
NLEEDOHTA K54 E LT3 HEDOTA K54 UH
ZIHETDH - 720

(9) WHO*
HIESINBLTBIEHE L LT, 6-9H, 12wHiRpt,
3-4HR, 3-4R D 4 I N2 28T, HROEHWE LT
¥ &£ ®T “Strong recommendation, moderate to high quality
of evidence” & L CTW5h, I XA & LT, 6H, 9H, 12w
HiRpti DFESFEIC OV TIERBER TALROFEI T ON
7275, 6H& 3—4HR, B L °6H & 3-4R DRI DWT
2, TRENRFEHEA Y N—D53% B L U60% (72721
[4RIZFLT] E&NTWwD) FFEELZOATI VL
CHAWE Lol LTV A,

(10) W

LTBI{GH OHESEGH 3 & L CTIH (evidence level IA),
4R (evidence level IIB), 3HR (evidence level IIB) %3Z%¥
5NTHBY,  HOZVEF Y AL XLV TTIEDH 57,
3HR L AR TIIHERDZEF U A LARNVIFAS%TH 5,
1) 2y z—9®

BN TR 3HR 2%, RBRGEH A L L CToH A%
FonTBY, ARTIESEITRWIZEHDS, RIZ [BF
5L ASORENRAD S| & L TC3HRZHERE L T b,
(12) 779 H%

van Zyl 512 X % LD FHED 1996 DAL K54 T
2T O/NRIZ3HR R (0 kD7) &L
THIEZ N T WA, 2000 ICHESNIH A KT 4
YT OHEIEEB RIS N T b, HEETEO
HHETA FIA4 VEERICIEBERSN TV VW, van



LTBI Treatment with HR /K. Ito

ZylH5 LW A K54 V95O 3HRIEH TN OHI RO H
EARHTHBH, Bl ) 5HEHE L TDOT FTIrb
% b} Tld 7%\ LTBIEHE T D RFP O EAH 4 % f&
PMLDDOTEBVNLBRTWVE, T DHED 20044
WEDHA FFGA4 Y TESHEUTOYXVZY) V7 A b
Btk 3T o/NBIZINH HAGHE 5 [/ 6 7 A% 5% 521
HRETHDHELH 2T, RBEH TR E LT “strict
DOT" Db & TH3HRZFITTHY, M ETIEH 2
PHEONEOHEIEER T ICE TN TS, LA LHIV
Btk DB AR L CTIZ6H D ADHER I N TV D,

5. MIELEE

5.1. 4%

LTBIIEHE RO M BB X 2, B, HEE T
HOATEIEEE TR EO 3 EALFEIEL) 2oL
bitb,

51.1. BIEH

TR 2212 B> Tld randomized study DFERENH b, &L
% 3HR$5-Tld 6-9H Hiflife 5- X 0 b FREDOFRAERD
BEIEE D D WIS H Y2300 F 7GR, Bt
BE TOMETIZ RFPAYINH O I B & % 45 f1 9 % fi
HzZ/RLTWw5, ZO@I%E, LTSN 5RFPAS
INHOFEEZHERT L E VD) AT T F Y ¥ ZADHEH0
CEORETH Y, TOBEMIANTH LD, SHA
PZRFPIZINHIC & B FBEEDOHBIEH R H 5 D9 L
I POV THBRFORMAH L 0L Bbh s, 2014
FEOHIVEEEICRE LAY TF ) Y ATIEDTIEH
HMZx3 % HR TO R E O risk ratio 1£0.88 (95%Cl:
043-1.81), WHOH A KT 4 Y9OD720I24ThN722014
EDRXAFTF) T ADTH6Hvs. 3-4HR B & O°9H vs.3—
4HR TOFREEIZ BT 5 HH Dodds ratiol£0.89 (95%CI:
0.52-1.55) B X T°0.73 (95%CI: 0.24-2.20) T, Wi
BAEEEIILEL 2V b OO ) HRIZS- TV ET
Zhb, TNHOBLBAFMLTUKDHA K4 »4
TRIFEEDY R 7 OH %HITH - TIHRDHERE S 1
TWwb,

R a5 (WEr &) BITEH O3S
AAHEM L HRIX G- TEH L DLW HIT DWW TIE, random-
ized study IZ & - THix# T—E L WAS, EFKICAT
HR %5 THH G IR TRERWEENIZ & 5303239, 2005
FEDORAF T F) ¥ AP TIEHEMPES & HRE 5 O T
AR - % B3 2 BIEH o Bl Tl HR 2 5- TR Rt
N3 2D %56 B 23 %D o 720 20104 D HIV
FpPEBICRE L7 A5 7 F ) ¥ AW T HRICK T 5 H
Hlco, SEHFIPIE 225 5 EIVEH O 584 D risk ratio 1
0.79 (95%CI: 0.50—1.23), 2014 4E O HIV B #F [T &
L72XZT7TF ) ¥ ATIESO TIEHBEMICH T 5 HRTO

651

“treatment-limiting adverse events” @ risk ratio (% 1.16 (95%
CI: 0.74-1.82) TRIL Y FEROMEINTH %,

% 72, randomized study LIAF D5 23 112~ Tl A
6,177 N (7272 L3CHK9) & 3CHK15) Tld—# xR sl
LTCWauhEMEA S 5] 2SHRIZ & 5 LTBIiAHE & %213 T
WA, BRI EE F RV ICU E# % 2 72T
410 & “acute anaphylaxis” @ 1 ] WFEEETH ) &MY
\Z3HR TG OGRS 5 & 9 % HEE O @I 12
HhEHITH5A,

51.2. RIS TH

Randomized study (238 W\ TR IZIHEFRE THRITHE
GACHARTHRE G- T L) BWHIICH 525, ZhiF L
EbLRVIERL H YD, 3HRHEL TL ) BEWLTBIHE
LD B FITE D BVIRHE THRIERTE 5 LTS
BTWE)TH D 2014FEDOHIVIEEEIZRE L2 AT T
FU Y ATIEY, HEMICK 3 2HRTORHEE T (&
\» L adherence) O risk ratio (& 1.07 (95%CI: 0.98—1.17)
THEZEITIEEL 2 WIS, HR TR THREIEHWHEANIH
5o
5.1.3. {HENEAGEE T Bizh R

INH Hph % RFP ¥ X 5 LTBLIAME & ik L 72354,
HR TO LTBLAEAN R ICH T 2 MW Ty AL AR
VDFHIIC OV TIE, HEZHETA B4 VIZALND
IVICERIZAVEVYEHL I ) TEL TRV, L
7 L#E/A RFP Hiflt & HR (2 X A LTBIG R R 2B $ 5
IVFYALNLTE, [ FIER%EPHRDIFIZ LD
CFHliT 2 74 K94 V5% v, Lo TTEF VY ALNR
VOB D DHAFE R T84, LTBIGH & L TRFPHL
RO LD HRIGFED R W ETLRMIH Y 2 2D
DL bNs,

Randomized study IO OF R P 51305 E D
HR#Z G- TOFBRIEFH S 2R TS TH DL L) 7
—Z13A VT, randomized study (2B T b H M
L 2IZMEOF R R T LA &S L D EwghEs
BEEE N 5203, 20054ED X F T F Y Y ADTHHIHL
M G- & HR ¥ 5- O B TRIFIT 1T % <, 20104 D HIV
BEEEVCBRE L 72 A 5 7 F1) Y A TIEHR ICA$ 5 HE
T DREAE TR D risk ratio 13 0.97 (95%CI: 0.52—1.83)
THolzo 201448ED A Y NT =2 XFTF Y ¥ AT
6H, 9H, 3—4HR TD#EZIENT A D odds ratio 1T Z T
0.64 (95%C1:0.48-0.83), 0.94 (95%CI: 0.40-2.10),
0.41 (95%CI: 0.18—0.86) T, A EA=ICI33E LRV ATHR
BG5 T PHRREIEBEHINCH 5, F/ZHRTOT
Bih S A3 1 S PR IS B W T H AR X 0 & RHIM
it 2 iethod 5 2 L HiEH I b,

MBI Ea T ZAES - IGRE RS OB RS
SEWRIEIGRE 2B W TIE, 12wHiRpt DHEIE )T O R



652

ESBDODPEICBWTHMFATRETHLLELTWVS
A5, BHRIZDOWTIEERD RV L L, BEOHH M
K IRHEIC BT B INH + RPTH 1 [ 4% 5- & INH + RFP
W H P65 O BR ILBGRBR OAE R0 50 5, 5690 BHE &)
IZBWTH3HRAS 2WwHIRpt IZIIR L TH B L) T &
FHEmWICETEZONT, Lzd>TH L 12wHRpt
DI R E BT 530 8% &£ 5 L9, 3HRD
FHRREBRICEMZ 2 LIRS Rid e vwd oL ibh
5o

5.2, %%

SHRSLTBIEHR O HE— BN & 2 D 5 20 L9 2
M LT, ZOEBEH DS LTBIEROERE D> &
LThnd a2 LDRMIIEBETHILENTE 5,

12, INHHA & ARTHFEH A2 5D 1205 3
01 EEMTHERERTTE, TOMTERICL > T
A (REHIHRZZ0E) PP THLTHAH S
EMIRFCTE, FMRMEANGHEICE > TEEHOIH
MRIBIZEHTE Do AL o TUIBEREZ BT
%9 ZTOWBED—DLRNHIBILbELLNG, &
A A% L OB CHBNIEEMIGE IO S 5725, &
WL THEL LW M v LSRR B
FMLEF2RELMHELCIoTERWrE bR
510,

8502, LTBI &G EIMERS B OB R B 0 X 9 Z il %
ERDRDRERIZBVT3HR 2 BINYT 5 2 & T, G
HC L BB R L, 4R LR OEE L
BITER D A2 25 B BENMEL S 52 &S5,
COFMICE Y, LTBIAHBMGRICCT 25 /IS 7%
WinozMED HLHRELENTE2b0E b,

BT, BRYFOFANRZEATHI L T W E T
LTBIGEHE 2 IR A3, L D H X T 3HRTHIGL TH
I, INHTE & BB L 72856 T b LU RFP 720F % #k e
FTHhTEL, TRE TOBRBE MEICETITH D, Rk
T CEZUEAWTH - 7256 TEBRICIZINHIETH -
A BNTLHAREDNRLYHTE B9, &
INH =0 E 5 O KB EE L WECKTHHALLE D
LHR # R T 2HADVDHAHTDIZZ ) L2EED #hv
Twibokibhs, 72, BIHWEMEZ ST S
LTBI i X° YT TNF- o #4851 © LTBIIA#ESF, g L
T3 HOFEREZHEZ R HEFRWHEIZBWT
DEMDZENERZ LI TTVADRY b7 ZTDR
EDOPLTNE- @ FIEHI TG O LTBLIRIE AT A K5 4 ¥ THeA)
WC3HR MEIREE N TV AH DD, TOFMICHEL TV
WD HLOTIE VNS5,

FREICIEMAEIEE R 2wy, BEH BB
i, W oH R Ik T 5 2 & CHANGENOL T
MU RETH D', P e BH OG0 %W IZTEZED

% 95915 5107 2016410 H

DHWEEL P THELO TR W LI S b,

P, EITE LT B L AFofHTE R
DAETIL) FEHIFER L $eHI % (pill burden) OB, Fl
TR oM, B LY INH~NOESIEL YD LD
HER) REPANOEREOBEIBTFOoNL DR
bbb,

LA LKEEH T A K54 2 TORBOMEIIA SR
55912, TNOLORTEETOER, BLOKFIHEIZ
BT T UV ADFEIZELEHLDOL)THY, b
ETHIRL VML ETH S I o

#iE AR RIS, T V7 h 5 EERO 37,000
AU D5 — % 72 LTBIC B 5 54T 6 B 23 i
ENTY, TOWMLTER, FEAA FF A4 2 T20094F12
3-4HR B & 4R DIHH ST A LTBLIEH T & L TR
HEsnBZHEIIEE -7k, 6-9H L LKL T3-4HR T
WA REZEZ D o THBEE THEPH C (6-9H vs.
3—-4HR = 85% vs. 92%./ % % & fif AT T @ odds ratio=1.7
[95%CI 1.4-2.0]), 87 U< 6-9H & [t L CT3-4HR T
R BT D o TRWEMIC X 2 iHH PR v
(6—9H vs. 3-4HR = 8.1% vs. 4.1%,/ %25 BRI T D odds
ratio = 0.58 [95%CI 0.45-0.74]) Z &R EDHEEF SN T
Wb,

JBRD L OARRAAIE [PPRE27 4R HT B - PR G (2R
T2 TR S S A B RS AT SR S - M BT B
PRI T 20190 GREE RS | H26- it FEHIL -
—#—001 (WF7FEftEEH AIMER) ] Oz % <17
birTwb,

FH D COI (conflicts of interest) BH/R @ ARFw LFEEN
BB L THRICR Lo

X ik

1) FHEEFDE, BHERET | BORIZBIT 2 EED AR
Bedkieds X ORI & DB %, 2006 ; 81 : 721-730.

2) McNicol MW, Thompson H, Riordan JF, et al.: Antituber-
culous chemoprophylaxis with isoniazid-rifampin. Thorax.
1984 ; 39 : 223-224.

3) Wales JM, Buchan AR, Cookson JB, et al.: Lesson of the
Week Tuberculosis in a primary school: the Uppingham
outbreak. Br Med J. 1985 ; 291 : 1039-1040.

4) Ormerod LP: Reduced incidence of tuberculosis by pro-
phylactic chemotherapy in subjects showing strong reac-
tions to tuberculin testing. Arch Dis Child. 1987 ; 62 :
1005-1008.

5) Felten MK, van der Merwe CA: Random variation in
tuberculin sensitivity in schoolchildren. Serial skin testing
before and after preventive treatment for tuberculosis. Am
Rev Respir Dis. 1989 ; 140 : 1001 -1006.

6) Kapetaneas S, Rapti A, Chrisiotis C, et al.: Short-term



LTBI Treatment with HR /K. Ito

7)

8)

10)

11)

12)

13)

14)

15)

16)

17)

18)

chemoprophylaxis. Experience in Greece. Am Rev Respir
Dis. 1990 ; 141 : A437.

Gupta DK, Kumar R, Nath N, et al.: Chemoprophylaxis in
high risk children — analysis of 8 years” follow up: pre-
liminary report. Indian Journal of Tuberculosis. 1993 ; 40 :
125-127.

Polesky A, Farber HW, Gottlieb DJ, et al.: Rifampin
Preventive Therapy for Tuberculosis in Boston's Homeless.
Am J Respir Crit Care Med. 1996 ; 154 : 1473-1477.
Ormerod LP: Rifampicin and isoniazid prophylactic che-
motherapy for tuberculosis. Arch Dis Child. 1998 ; 78 : 169~
171.

McNab BD, Marciniuk DD, Alvi RA, et al.: Twice Weekly
Isoniazid and Rifampin Treatment of Latent Tuberculosis
Infection in Canadian Plains Aborigines. Am J Respir Crit
Care Med. 2000 ; 162 : 989-993.

Jasmer RM, Synder DC, Chin DP, et al.: Twelve months
of isoniazid compared with four months of isoniazid and
rifampin for persons with radiographic evidence of pre-
vious tuberculosis — an out come and cost-effectiveness
analysis. Am J Respir Crit Care Med. 2000 ; 162 : 1648—-1652.
van Zyl S, Marais BJ, Hesseling AC, et al.: Adherence to
anti-tuberculosis chemoprophylaxis and treatment in chil-
dren. Int J Tuber Lung Dis. 2006 ; 10 : 13-18.

Yun JW, Lim SY, Suh GY, et al.: Diagnosis and treatment
of latent tuberculosis infection in arthritis patients treated
with tumor necrosis factor antagonists in Korea. J Korean
Med Sci. 2007 ; 22 : 779-783.

Rennie TW, Bothamley GH, Engova D, et al.: Patient choice
promotes adherence in preventive treatment for latent tuber-
culosis. Eur Respir J. 2007 ; 30 : 728 -735.

Bright-Thomas R, Nandwani S, Smith J, et al.: Effectiveness
of 3 months of rifampicin and isoniazid chemoprophylaxis
for the treatment of latent tuberculosis infection in children.
Arch Dis Child. 2010 ; 95 : 600-602.

Salinas C, Erquicia SP, Diez R, et al.: Pauta de tres meses de
rifampicina e isoniacida para el tratamiento de la infeccion
latente tuberculosa [Three-month course of rifampicin and
isoniazid for the treatment of latent tuberculous infection].
Med Clin (Barc). 2010 ; 135 : 293-299. (In Spanish with
English abstract)

Bray MG, Poulain C, Dougados M, et al.: Frequency and
tolerance of antituberculosis treatment according to national
guidelines for prevention of risk of tuberculosis due to
tumor necrosis factor blocker treatment. Joint Bone Spine.
2010; 77 : 135-141.

Lopez G, Wood M, Ayesta FJ: 10 Afios innovando en el
tratamiento de la infeccién tuberculosa latente: comparacion
entre pautas estandar y pautas cortas en tratamiento directa-
mente observado [10 years of innovation in the treatment of
latent tuberculosis infection: a comparison between standard
and short course therapies in directly observed therapy].
Rev Esp Sanid Penit. 2011 ; 13 : 3-14. (In Spanish with
English abstract)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

29)

30)

653

Larppanichpoonphol P, Bagdure S, Amiri HM, et al.: Poor
compliance makes treatment of latent tuberculosis infection
unsatisfactory. J Prim Care Community Health. 2012 ; 3 :
246-250.

Perry A, Angoulvant F, Chadelat K, et al.: Contage tuber-
culeux néonatal en maternité: dépistage et évolution d'une
cohorte de nourrissons exposés [Neonatal exposure to active
pulmonary tuberculosis in a maternity ward : screening and
clinical course of a cohort of exposed infants]. Arch Pediatr.
2012 ; 19 : 396-403. (In French with English abstract)
Olsen Al, Andersen HE, ABmus J, et al.: Management of
latent tuberculous infection in Norway in 2009 : a descrip-
tive cross-sectional study. Public Health Action. 2013 ; 3 :
166—-171.

Valls V, Ena J: Short-course treatment of latent tuberculosis
infection in patients with rheumatic conditions proposed for
anti-TNF therapy. Clin Rheumatol. 2015 ; 34 : 29-34.

Park S-J, Jo K-W, Yoo B, et al.: Comparison of LTBI
treatment regimens for patients receiving anti-tumor necrosis
factor therapy. Int J Tuberc Lung Dis. 2015 : 19 ; 342-348.
Nisar MK, Rafiq A, Ostor AJ: Biologic therapy for inflam-
matory arthritis and latent tuberculosis: real world expe-
rience from a high prevalence area in the United Kingdom.
Clin Rheumatol. 2015 ; 34 : 2141-2145.

Hong Kong Chest Service/Tuberculosis Research Centre,
Madras/British Medical Research Council: A Double-blind
Placebo-controlled Clinical Trial of Three Anti-tuberculosis
Chemoprophylaxis Regimens in Patients with Silicosis in
Hong Kong. Am Rev Respir Dis. 1992 ; 145 : 36-41.
Whalen CC, Johnson JL, Okwera A, et al.: A trial of three
regimens to prevent tuberculosis in Ugandan adults infected
with the human immunodeficiency virus. Uganda-Case
Western Reserve University Research Collaboration. N Engl
J Med. 1997 ; 337 : 801-808.

Johnson JL, Okwera A, Hom DL, et al.: Uganda-Case
Western Reserve University Research Collaboration. Dura-
tion of efficacy of treatment of latent tuberculosis infection
in HIV-infected adults. AIDS. 2001 ; 15 : 2137-2147.
Alfaro EM, Serna E, Solera J, et al.: Cumplimentacion,
tolerancia y eficacia de una pauta corta de quimioprofilaxis
para el tratamiento de la tuberculosis [Compliance, tolerance
and efficacy of a short course of chemoprophylaxis for
tuberculosis]. Med Clin (Barc). 1998 ; 111 ; 401-404. (In
Spanish with English abstract)

Alfaro EM, Cuadra F, Solera J, et al.: Evaluacion de dos
pautas de quimioprofilaxis tuberculosa en pacientes infecta-
dos por el virus de la inmunodeficiencia humana [Assessment
of two chemoprophylaxis regimens for tuberculosis in HIV-
infected patients]. Med Clin (Barc). 2000 ; 115 : 161-165.
(In Spanish with English abstract)

Rivero A, Lopez-Cortés L, Castillo R, et al.: Grupo Andaluz
para el estudio de las Enfermedades Infecciosas (GAEI).
Ensayo clinico aleatorizado de tres pautas de quimiopro-

filaxis para prevenir la tuberculosis en pacientes infectados



654

31)

32)

33)

34)

35)

36)

37)

38)

39)

40)

41)

por el VIH con anergia cutdnea [Randomized trial of three
regimens to prevent tuberculosis in HIV-infected patients
with anergy]. Enferm Infecc Microbiol Clin. 2003 ; 21 :
287-292. (In Spanish with English abstract)

Geijoa MP, Herranza CR, Vafioa D, et al.: Pauta corta de
isoniazida y rifampicina comparada con isoniazida para la
infeccion latente de tuberculosis. Ensayo clinico aleatorizado
[Short-course isoniazid and rifampin compared with isoniazid
for latent tuberculosis infection: A randomized clinical trial].
Enferm Infecc Microbiol Clin. 2007 ; 25 : 300-304. (In
Spanish with English abstract)

Rivero A, Lépez-Cortés L, Castillo R, et al.: Grupo
Andaluz para el estudio de las Enfermedades Infecciosas
(GAEI). Ensayo clinico aleatorizado para evaluar tres pautas
cortas de tratamiento de la infeccién latente tuberculosa en
pacientes infectados por el VIH [Randomized clinical trial
investigating three chemoprophylaxis regimens for latent
tuberculosis infection in HIV-infected patients]. Enferm
Infecc Microbiol Clin. 2007 ; 25 : 305-310. (In Spanish with
English abstract)

Spyridis NP, Spyridis PG, Gelesme A, et al.: The effective-
ness of a 9-month regimen of isoniazid alone versus 3- and
4-month regimens of isoniazid plus rifampin for treatment
of latent tuberculosis infection in children: results of an 11-
year randomized study. Clin Infect Dis. 2007 ; 45 : 715-722.
Martinson NA, Barnes GL, Moulton LH, et al.: New regi-
mens to prevent tuberculosis in adults with HIV infection.
N Engl J Med. 2011 ; 365 : 11-20.

Jimenez-Fuentes MA, de Souza-Galvao ML, Auge CM, et
al.: Rifampicin plus isoniazid for prevention of tuberculosis
in an immigrant population. Int J Tuberc Lung Dis. 2013 ;
17 : 326-332.

American Thoracic Society: Targeted Tuberculin Testing
and Treatment of Latent Tuberculosis Infection. Am J
Respir Crit Care Med. 2000 ; 161 : S221-S247.

Public Health Agency of Canada: Canadian Tuberculosis
Standards, 7th Edition. Chapter 6: Treatment of Latent
Tuberculosis Infection. 2014. http://www.phac-aspc.gc.ca/
tbpc-latb/pubs/tb-canada-7/assets/pdf/tb-standards-tb-
normes-ch6-eng.pdf (accessed at 2016/3/14)

Sterling TR, Villarino ME, Borisov AS, et al.: TB Trials
Consortium PREVENT TB Study Team. Three months of
rifapentine and isoniazid for latent tuberculosis infection.
N Engl J Med. 2011 ; 365 : 2155-2166.

Mack U, Migliori GB, Sester M, et al. for the TBNET:
LTBI: latent tuberculosis infection or lasting immune re-
sponses to M.tuberculosis? A TBNET consensus statement.
Eur Respir J. 2009 ; 33 : 956-973.

Bothamley GH, Ditiu L, Migliori GB, et al. and TBNET
contributors: Active case finding of tuberculosis in Europe :
a Tuberculosis Network European Trials Group (TBNET)
survey. Eur Respir J. 2008 ; 32 : 1023-1030.

NICE : Tuberculosis NICE guideline. 13 January 2016.

https://www.nice.org.uk/guidance/ng33/resources/tuberculo

42)

43)

44)

45)

46)

47)

48)

49)

50)

51)

52)

53)

54)

% 95915 5107 2016410 H

sis-1837390683589 (accessed at 2016/3/14)

Deutsches Zentralkomitee zur Bekampfung der Tuberkulose :
Latente tuberkulose Infektion: Empfehlungen zur praven-
tiven Therapie bei Erwachsenen in Deutschland [Latent
Tuberculosis Infection : Recommendations for Preventive
Therapy in Adults in Germany]. Pneumologie. 2004 ; 58 :
255-270. (In German with English abstract)
Recommandations de la Société de Pneumologie de Langue
Francaise sur la prise en charge de la tuberculose en France
Conference dexperts — texte court Société de Pneumologie
de Langue Frarngaise. Rev Mal Respir. 2004 ; 21 : 414-420.
(In French)

Istituto Nazionale per le Maattie Infettive. PROTOCOLLO
DI GESTIONE CLINICA DELLA TUBERCOLOSI Revi-
sione N. 6-maggio 2014-Gruppo di lavoro Tubercolosi (In
Italian).  http://www.inmi.it/linee_guida/TBC/Protocollo %
20TB %20Rev.%206_2014.pdf (accessed at 2016/3/14)
Grupo de trabajo del area TIR de SEPAR : Recomendaciones
SEPAR Normativa sobre la prevencion de la tuberculosis.
Arch Bronconeumol. 2002 ; 38 : 441-51. (In Spanish)
WHO': Guidelines on the management of latent tubercu-
losis infection. 2015.

29 A2A3 Aeel s A g R Ly 49 =A% [Ko-
rean Centers for Disease Control and Prevention. Korean
guidelines for tuberculosis.]. Seoul ; 201 1. (In Korean) http://
www.woongbee.com/0e-DM/QFT/2014_10/2011.pdf
cessed at 2016/3/14)

Nasjonal Folkehelseinstitutt. Nasjonal Folkehelseinstitutt :

(ac-

Forebygging og kontroll av tuberkulose [National Institute
of Public Health. Prevention and control of tuberculosis].
Oslo, Norway: 2002. (In Norwegian) http://www.thi.no/dav
/133D190B5SESC4E8393780C07DEE4CF7F.pdf  (accessed
at 2016/3/14)

Department of Health, South Africa: National Tuberculosis
Control Programme: Practical guidelines 2004. Pretoria,
South Africa. http://www.kznhealth.gov.za/chrp/documents/
Guidelines/Guidelines % 20National/Tuberculosis/SA %
20TB %20Guidelines %202004.pdf (accessed at 2016/3/14)
Steele MA, Burk RF, Des Prez RM: Toxic hepatitis with
isoniazid and rifampin. A meta-analysis. Chest. 1991 ; 99 :
465-471.

Sharma SK, Sharma A, Kadhiravan T, et al.: Rifamycins
(rifampicin, rifabutin and rifapentine) compared to isoniazid
for preventing tuberculosis in HIV-negative people at risk
of active TB (Review). Evid-Based Child Health. 2014 ; 9 :
169-294.

Stagg HR, Zenner D, Harris RJ, et al.: Treatment of latent
tuberculosis infection: a network meta-analysis. Ann Intern
Med. 2014 ; 161 : 419-428.

Ena J, Valls V: Short-course therapy with rifampin plus
isoniazid, compared with standard therapy with isoniazid,
for latent tuberculosis infection: a meta-analysis. Clin Infect
Dis. 2005 ; 40 : 670-676.

Akolo C, Adetifa I, Shepperd S, et al.: Treatment of latent



LTBI Treatment with HR /K. Ito

tuberculosis infection in HIV infected persons. Cochrane
Database Syst Rev. 2010 ; 20 : CD000171.

55) HAMBWYPSTPURESR - WRERS L IBELA
G IRHIREE. A%, 2013 ; 88 :497-512.

56) Benator D, Bhattacharya M, Bozeman L, et al.: Tuberculosis
Trials Consortium. Rifapentine and isoniazid once a week
versus rifampicin and isoniazid twice a week for treatment
of drug-susceptible pulmonary tuberculosis in HIV-negative
patients: a randomised clinical trial. Lancet. 2002 ; 360 :
528-534.

57) AFSSAPS: Recommandations nationals Prévention et prise
en charge des tuberculoses survenant sous anti-TNF a. Juillet
2005. (In French). http://ansm.sante.fr/var/ansm_site/stor
age/original/application/0d7318ac8b672f9dbac0a7690a213e

655

ac.pdf (accessed at 2016/3/14)

58) Malakauskas K, Zablockis R, Venalis A : Tuberkuliozés
prevencijos ir gydymo rekomendacijos skiriant naviko
nekrozes faktoriaus alfa blokatorius-Lietuvos pulmonologu
ir reumatology sutarimas [Recommendations for the Pre-
vention and Management of Tuberculosis in Patients Treated
With Tumor Necrosis Factor Alpha Inhibitors-A Consensus
of Lithuanian Pulmonologists and Rheumatologists]. Me-
dicina (Kaunas). 2011 ; 47 : 187-191. (In Lithuanian with
English abstract il 1 abstract® &)

59) Connie GME, Erika S, Mauritis V, et al.: Monitoring latent
tuberculosis infection diagnosis and management in the
Netherland. Eur Respir J. 2016 ; 47 : 1327-1330.

Review Article

TREATMENT OF LATENT TUBERCULOSIS INFECTION WITH
A COMBINATION OF ISONIAZID AND RIFAMPICIN

Kunihiko ITO

Abstract [Purpose] To conduct a literature review on clin-
ical studies and national guidelines in various countries, for
the purposes of facilitating discussion regarding whether
latent tuberculosis infection (LTBI) treatment regimens com-
posed of isoniazid and rifampicin should be introduced in
Japan.

[Methods] For clinical studies, 23 non-randomized studies
and 10 randomized studies in the literature were reviewed.

[Results] In patients who had received treatments com-
posed of isoniazid and rifampicin ([HR]; largely 3 months),
compared with those who had received isoniazid monother-
apy ([H]; largely 6 to 9 months), both frequency and sever-
ity of liver dysfunction tended to be reduced, but adverse
drug effects increased in general. Treatment completion rate
tended to be higher in those who had received HR than in
those who had received H. Preventive effects of HR seemed
to be at least equivalent, or somewhat superior, to H. Many

national guidelines of the European Union and other coun-

tries reviewed in this study recommended HR as an LTBI
treatment regimen, and generally provided a high level of
evidence.

[Conclusion] 3HR treatment has been well studied in many
clinical and randomized studies, and seems to have garnered
a high level of merit in order to be introduced as one of the

LTBI treatment regimens in Japan.
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