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TG M 1835 12 BT B QuantiFERON-TB
T— ) N7 T AR 5 K1

TR Ak
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NS S 1P S

ZE : (H®) QuantiFERON-TB I— )V F 75 A (QFT-Plus) 3 d#HH LWIGRA (f ¥ —7 1>
y WEEERER) TdH ) BB EDETOEAIEA TV S, Bk, T 7%b BB RS OB &
LART25H L, BMERSOMEMERICOVWTHRFAT LI L2 HME Lz, () 20154 7
H 55 20174 4 MBS R E % 0 412 QFT-Plus 2 M L, MBS & HodB X s &
MR T D & ORFIIREE DS, HAE D ORI RITTIEZ 5N L. GER) e EI1Z412
AT, QFT-PlusBitE# 31 N (MR 75%) THolzo EMORIEL » X111 (1 REHT LA 5
TED), WEE L BB N NOZZOREL v XIk4l, MEEZOPFRETEHR 2+ F 21
34) OWBEE v AW3T7T, TS 3EKAQFT-Plus B MEICHEZ KITTHT & oz (Kik)
QFT-Plus B PE OB R 7- & LC, MMz, MEEFEOHFHEIL W&, HEFZ T col

MI2590 H LT o, (BRI EIr o720 &

HNREMI %R EFE 2 6N,

ROMBR L IE RS % BT 2 %6 3G

X—7J—X  FiE S, QuantiFERON-TB I — )V K75 X, e IS giE

U &I

20204 DOFEBHEEEIZ 1055 101V FTIR L, HAE
D FERG T BERIZFCRIGHE [ D R BE LA & 5 E DV T W b,
SO R, WS ERAIITIR L7z 0%k
HHNTK %,

VRS R YE OB I & EH, RS IR o
FEBTE & L CHBE RIS EMNIT SR TWA2Y, A
Y% —7xz0 -y (IFN-y) ##HEKE (IGRA: IFN-y
release assay) (&, EEHMBRBRIEOZI Y — L L L
THEHBEFZFE SN, FIHBSLMMLTwS 2 LPH
FAZH Y AW THEH L72D1E, QuantiFERON-TB
T—)V K75 A (QFT-Plus) (QIAGEN, Hilden, Germany)
Thbo IhiL, 54 HQFTTH 5. QFT-Plus &, #&
F% W I S I HEORIOH o 3B 28 2 A& (TB1 & TB2) W
HENh, X > TCD4+ THlEE CD8+ THIfED 5
BEINE LI TE 52 LW TH 5 QFT-Plus X, 5
3MACQFTTH A7+ 547202 TBIT—IV F (QFT-G)

(QIAGEN, Hilden, Germany) DfFREZR-7-F F, &
FErnlds Il eniifFsnTws,
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% HGCAZEZ 5 L7z, Bz o i, K&
3D2TH 5. OWTEMEMILIEGIE D56 WL & MR B 1k
@F 7z R E ORI, QRGBSR O#HE
KTHB9% SRObbhoifsHIZ, OOBFENE
BB GFE DT R L R IETH %, WEEITERB RS &
B L, #7238 (BRI RGE) 1, 15
BYPERERZ 3T 5 ) A 7 DS, RS R RIS
BT, TOXIREBPIVAIOFWETA, ZLT
B A7 D e 2 A, RS PR R R
HHNDY, FEMFERD %A EEEHICBW T
PRAETT A SIS N D TEHUIBRE STV 5, PISEEE
OHERTER (EEBHAER) % ERMEFT2 SRS iz
THWMO P SRFICHEELRERPMM A ZIBEL, Thoo
ThHE & & A\ZRIRIIIEME S 2 Ei T 5 2 &
Lahs,

VARSI RN B IS I IS PR T B 131, 2 TR R 2 PR 27 T M Js o

b
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P s 2 b 50, AR B IE R KRR T B
M H T QFT-G (IFZEBAMAKRF ISR GR) (24T L, QFT-
Plus (WFZERHAAIEIZARRER) 2 HmiE @28 A L 72,
W2 2 2 RICE BT 5 72012, WIEEONH
WBRPERVWHDTH L0, AFTELHERIIRE SN
%o HGlbivb i, WEHERIRIER & B XA & i
WIRFZED S O RSEOREHA S, QFT-Plus D [k
(BAEVERS B R YSRE DRI 1B % A IR % 5047
L., #EEEZOMEET I OVWTHRETLZ L% H
e L7,

;] &

TEEMREFT O EEZ L E T, AP EEAD
EIR R TR 2 2 LB g & Lz I,
201547 A5 20174 4 ATH 5. THEMHREIH51Z
WIFE R D WEHEHUER I 3R i & M8 X MF o fe it h3
Hotzo NaMEEANDIXERRE T ETIX, M
DU L GRBICOWTOERINEER1T - 720 Hfil
EZZZEH I LT, MIRNFICOWCHAEZITY, MR
15723562 QFT-Plus & %jifi L 725 QFT-Plus i3, EIPNK
BHITH o 72720, AMHEANBIZRRAET Pl
D PR A2 B 2 TR, QIAGEN (Hilden, Germany)
XA L7z

SEFHAT - WEHLEICIE, EPY 7 by = 7 IMP13
BRI L7, BERBNEZERTLYEG, H73) %
BOMITICIET7 4 v vy —DIEMMEZERL, PHEAS
0.05 KM TH > B EICARE Lz ZERMIT T,
WA O R PIEA0.15 R TH - 72 b D e LK &
LCHRML, ZESmEE iz,

KD EMIN D 7o TIE, AIEBHEA S IEE G
7O HR AR E X TOHAKRE (201545 1
7 H, KBFZ045) %2172,

o R

Rz 222 L, RN RE & o72H1%, 100K
X5 60iFME TDI2ANTH > 720 SERFEMRIICIE,
10~195& D516 N, 20~295% 367 N\, 30~39#%A386 A,
40~49EAY103 N, 50~59i%AT101 A, 60~697A539 A
THo7,

QFT-Plus B & 1 31N (B3 7.5%) Td - 720 QFT-
Plus DR B & BT T E WM 2175 72 (Table 1)

AEHFRRERA TUE, 10~197%25 0%, 20~29 /& 251.5%,
30~39/%054.7%, 40~49 K AY5.8%, 50~59/%D513.9%,
60~69/%A315.4% T > 7o FMREHA AT 5T L1
BERIIE L RV ARERD -7 (P<0.01),

WIFEBH OGRS 20 S BB 7S £ CoOREE (H
B MO EIT o720 60 HUNDZ#H1E22 A T3 A

Wk o7& 15 20224 1-2 A

B (13.6%), 61~90H ® % #2119 A T17 A B ¥
(14.3%), 91~120 HDZ #2132 AT 8 ABth: (6.1%),
121 HD 2213139 AT 3 At (22%) TH o7z,
WS BE OFBESH 2 S ME S £ CHREBBIT, B
WRICAHEEN D72 (P<0.01),

WIS & 70 B B E OPEE BN 04 2 17 -
720 WEBEMHEEMEIZ 96 AT 4 AR (B 4.2%), B
PE1+1k164 AT 7 ARtk (43%), B2 +1393 AT
10ABME (10.8%), Bath3 +1Z59 A TI0ABE (16.9%)
Th otz MBBEOPREIKE 225 LHEMEREIE
S, HEENALNZ (P<0.01),

WIS B & 7 DR BE O X B D W T 247
o72. 2 0 1X214 NTI9OABTE (8.9%), Zeif 7 L
X198 AT12 ARtk (6.1%) Tdh - 720 MFEHIH B
E o 7ze FARICIEASY (FER5HF) 122w TiE, i
A0 1IE8INT 4 At (4.5%), JEAtH) 213235 AT
18 ARt (7.7%). #5430 31388 AT 9 ARtk (10.2%)
Thotlzo 3HMICEEE I L7200

%5 RIRHT DFE R % Table 2128 iy (1% &)
DOIREEF v A 1.07 (95% FHXH 1.03-1.1), R
B LM% o0 HUNOZZ 0¥+ v X4l (95%1F
X 1.9-9.6), W3sEBEOPERTEH 2+ F21E3+)

Table 1 Univariable analysis of factors of positive
QFT-Plus

n Positive (%) P value
Age (year)
10-19 16 0 ( 0.0 <0.01
20-29 67 1 (1.5)
30-39 86 4 (4.7
40-49 103 6 (5.8
50-59 101 14 (13.9)
60-69 39 6 (15.4)
Days after registration of index cases
=60 22 3 (13.6) <0.01
61-90 119 17 (14.3)
91-120 132 8 (6.1
>120 139 3 (22)
Information of index cases
Sputum smear for AFB*
Negative 96 4 (4.2) <0.01
1+ 164 7 (4.3
2+ 93 10 (10.8)
3+ 59 10 (16.9)
Cavity in chest X-ray
Yes 214 19 ( 8.9) ns
No 198 12 (6.1
Extension of pulmonary regions in chest X-ray™* *
1 89 4 (4.5 ns
2 235 18 (7.7
3 88 9 (10.2)

*acid-fast bacilli
**Gakkai classification
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Table 2 Multivariable analysis of factors of positive QFT-Plus

aOR 95% CI
Age (by 1-year increase) 1.07 1.03-1.1
Cavity in chest X-ray in index cases 0.8 0.3-1.9
Extension 3 of pulmonary regions in chest X-ray in index cases" 0.9 0.3-3.6
Within 90 days after registration of index cases 4.1 1.9-9.6
AFB smear classification of 2 or 3 in sputum in index case 3.7 1.5-10.1

AFB: acid-fast bacilli aOR: adjusted odds ratio CI: confidence interval

OFEF v 3.7 (95%FHEIX M 1.5-10.1) TH - 72,
IS 3 ENATQFT-Plus B 2528 % MITTINTF & %

Of:o
% =

TRAEVE AL IR YE OB I & 1B, AR E IR O
MR E LCHEERZMLTE L, 20X S
B B EEEREOEALICHIG Uz, R fs
PO W TARIIZE Cldtiad L7ze IR S (B -
HARB - IR FEFS) TlE, IGRA DBk
FILBAE AR GYE L BT S, FBBINERN R L%
ATWV5Y, ZOREVALINITZDIE2013FTH Y,
H AR O FE B B E3 AT A L, 202041213 10 75 R
10.I"EFTETF LTS,

QFT-Plus D451, 3D CD4A+ THIIIC X % SoEic
BIZMA T, CD8+ THINIC & 2 IEIns 2 3 ii§ 5 2
ETHDo TDEI)RYRITE > TREDN LS HIRES
nNTwize AT IHFZE" T b QFT-Plus @ B 1 % 13 QFT-
GIZHARTHEIIE L, KEM Lo R S Twn
HEEZOLNT MESYIZ, —MADIGRA R %
NELTWD, AW TIZ, QFT-Plus DR HEZRIZITITT
NTOERT ALY bEWEZRL, ElE st
LHE, WAL RLD LRSI NI,

WIS BE OB 2 S BflE S £ o O %5
3 5E, 90HZE TORFERIAREICEH KRR 72,
P S O G g & BN A S /- & # 2
LNb, WX, MREEPLEVE, BHERHIEN
HRBERL, FOHEIRICHEREIR L TW L kg
ZOEBARIL, METILICR R DT, —HIbidE
L, Z1ThH, KRIFFROEMERESHEE BT
BG) A7 OEWEE, 90 HUNIZFE i S, T DIk
2R S NTH X BB TERERE & Befil B 35 O #C T HERE 72
MHAERESNTLHEEZONL, BY: - T A7
OEVHER B LB (ROHBRIcE DY) #
fill s % 6D 2 & O R OBLER (E—F.0M)
ETHHENAMIBEREL T D 2 AR ENT,

RO EGEIBIZ o> WTld, CDC CREREER PB4
i+ >~ # — Centers for Disease Control and Prevention) X°
WHO (it S AR 4% B World Health Orgnization) (%, &%

DOFWH (5 VITEEEGBH) 258Kk LT3 7 M
BERETDEZ T ETFHL TV L00, SO AT
OxIe D, VAT OECEMBZ O/ % o0 H LLNIZHE
MTETWBIE, ZLTEOBMERIEOHENIES
N7z, CDCR WHO O3 Al L C\wWiz2 &, $72, b
MHEZFER TS 2 TIH &) BEFRE DL
REINTz,

MFEBEERICOWTIE, BIREER, 220, L2501
DWTHH L7ze Z2liReiAs ) IXbEERICEE L kb o
Too ZERMHASD, B2+ L 3+HEBERNTTH
ol BB 2+, 3+ TR IE &, HEM
BIRGREZHEET 59 2T, BERERTH L Z LUK
ENdze W, KB, BHR 1OV TIE, A
DO QFTIHEMEHR LS TH 5, HMBEMBIZBWT, QFT
Btk b > C, EEORYEHIB§ 22 3L v, &
ST, SO OPIEWEBHRBREOHM X ELTEY,
BOERERHOLE R WA Z LT, kOB RIEKE
X HMMBEN LA T 2L ENTWE, 200N
W®EHE 1+ ORI OV THEL L TL 2D 2
bk,

Pl s ik, WRBEIESNIR$ 5 3 &8N TE
WO ENEETH 55 Z00, EMERSOZS
HiE, MEEBLENCHET2ERERBEDETCVAR T
EDbL v, EEEETA ) EEBETIE, WEEEICHE
TAHERIME EDXHIC LTI BH, ZoOBHE &
OREFTZBHEIRMTEL D, Lo kilElroZ
-7

KRWFFORI L, H—0 HHE, MRk I L 78
BRZTHDLZENFITOND, fulliikd 5 \VidfboH
BERTORBIZDIGHTE DD, L WvH HIZPnTES
% BB TH Bo F72, ABFGEDFME S D%t
REDEL D20 HOEER->TBY, 0% MR
B, 200K O EHER/NRDO G TE TV
Vo

QFT-Plus (£ 20184F 6 A X V) HAREWNTH KA &
N, B QFTTdH % QFT-G & 0 b Ftkshves &, &I
D EATRENT WS, KRBT TIIEME S5 E1C
% L C QFT-Plus #fTV>, QFT-Plus DRFPEICHE % I3
HF2 00 L, HEs o BrE o THiE L
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FACTORS RELATED TO QuantiFERON-TB GOLD PLUS POSITIVE
IN TUBERCULOSIS CONTACT INVESTIGATION

"Nao OKADA, ?Hidetoshi IGARI, 'Mizue TSUYUZAKI, and 'Kiminori SUZUKI

Abstract [Purpose] QuantiFERON-TB Gold Plus (QFT-
Plus) is the newest IGRA (interferon gamma release assay)
and is being introduced in contact investigations. The purpose
of this study is to analyze the factors that are positive, that
is, to diagnose latent tuberculosis infection, and to examine
the effective operation of contact investigation.

[Method] From July 2015 to April 2017, QFT-Plus was
conducted for the subjects of the contact investigation, and
the sputum smear information, chest X-ray information, and
the time elapsed from the final exposure were shown in
the contact investigation. The effect on the results was
analyzed.

[Results] The number of subjects in the study was 412, and
31 were QFT-Plus positive (positive rate 7.5%). Age (by
1-year increase)-adjusted odds ratio 1.1, adjusted odds ratio
for consultations within 90 days of contact with tuberculosis
patients 4.1, adjusted odds ratio for smear information (2+
or 3+) for index cases in 3.7, these three factors affected
QFT-Plus positivity.

[Conclusion] As related factors for QFT-Plus positivity,
in addition to aging, the positive rate was high when the
amount of bacteria excreted in the index case was large and
the period until contact investigation was 90 days or less. It
was considered that smear information would be useful when

developing effective contact investigations in the future.

Key words: Contact investigation, QuantiFERON-TB Gold
Plus, Latent tuberculosis infection
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Review Article

MANAGEMENT OF DRUG ERUPTION IN THE TREATMENT FOR
TUBERCULOSIS AND NONTUBERCULOUS MYCOBACTERIAL INFECTION

Yukihiko KATO

Abstract A skin or mucosal rash caused by an exogenous
substance or its metabolites is called toxicoderma; when the
causative agent is a drug, the phenomenon is known as a
drug eruption. Since some drug eruptions can rapidly become
life-threatening or fatal, speedy diagnosis and appropriate
countermeasures are important. Severe drug eruption com-
prises the following four types: 1) TEN (toxic epidermal necro-
lysis); 2) SJS (Stevens-Johnson syndrome); 3) erythroderma;
and 4) drug-induced hypersensitivity syndrome (DiHS). Here-
in we will focus on Stevens-Johnson syndrome (SJS) and
toxic epidermal necrolysis (TEN) as the two, most common
types of severe drug eruption to clarify the initial presen-
tations and the appropriate timing for a consultation with a
dermatologist.

Erythema multiforme, sometimes called ‘target lesion’
owing to its resemblance to the concentric rings of a shooting
target, is characterized by concentric erythema of varying
densities. Because erythema multiforme can be the initial
skin manifestation in both SJS and TEN, early consultation
with a dermatologist is necessary. The first choice of treat-

ment for SIS and TEN is high-dose steroid therapy. How-
ever, as the conditions are often associated with severe bacte-
rial infections, such as sepsis, it is important that the treatment
include fluid replacement and full body dressings similar to
those used for extensive burns. Treatment by an experienced
dermatologist is required.

Any rash can be a symptom of a drug eruption. Whenever
a patient presents with a rash, drug eruption should be
considered in the differential diagnosis. Although no reliable
test exists for causative drugs other than the provocation
test, identifying the causative agent by making full use of an
auxiliary test method is desirable. The important point in

diagnosing a rash is to suspect a drug eruption first.

Key words: Drug eruption, Steven-Johnson syndrome, Toxic
epidermal necrolysis
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FEIZ D W TR ICTIAHE F O RETEIE AT 17100081 & v 9 7
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B AT T2 DB EOHEDDH DD, 20204FE0
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BHEUFS, ¥4 M XA 074 )V REGIE, 7 A F )L
FHE TR ERE A TR IEIHEDOFAENME I ND L HI2k D,
Morelli 53913 Z 1 & DIEGSRE D FEEITITFE & FEE, 1CT
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MASEYHEICEE LT, A7 a4 FHIC X %85
FEWEDAT & D IR D ERSLELMETHY, TV V=Y
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Wd Do T2 HIFMERTIC X 5 IGRAIGDIT,
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L 7224 e T OIS B H ORISR O IGRA B3

15
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R — 27392 L1930 -0 A e (I e BE Ik g
H53%) OERIZBIT 2 IGRA FETEFIX9.8%, 1940448
BPrEFThOVHL W S HB oM G MK de230%)
T5.9% & FWHIE L, BB A ARAEZITBWT
D 1930 4ERE F N THTEFE 21%, 1940 4E04 Ty
PESE15% & b OB KGR L ) B S 2 Ao
7239, IGRA I X % H I 121 FE4E B9 72 IGRA BUE D % 59
EWVI)RELRFGEDNHLZELENTIE R DRV,

D AE D il B O A I Z 2 104E DL 1 70 %
BTHER LT 2%, 4k, HSLo LIRS
PEREA AR IRE B 23N L T K 720, NIRRT
PRICE DAEMFEERIWAIT LI LR FHRINLD, il
Ji. SIEIR BRSO TR SR 0 A SR X ) BRIk RA
WD REIC e o 722 L &2WRIS, ek, FE/NVHBNGRE O
TFHROEENRY DI %o TWBED, Z ORIk G
FEBIOVENNE VRN EEHIER EHFR~O AT a1 A
B GBI OBEINC D %35 720, PRTEFR O 5EBIEL
FEHIES 20 d Lk v, ZBHIBEOMMR L D
B ORI EERHRE L 2T T BRI R T S
7o, RGHEMIAERZRE 2 232 B3Ry, BH
PERSBEIER % A§ B A IR IRIE & A B R A1
WERELEDLEIIICREIDEEDbNS, 29 L2k
MIRBIED 5 BN EE T, FoR OO
ERIBHPLETHS ).

REDOHKD VICHAED LAE O LTBLERE T A KI5 4
VT, kAR LT & 72 TR 2R Y B o R BR & Ik
L, JusAFLGER T OB R ORGE % Table 1 (ASAIR

Table 1 Countermeasures against tuberculosis during anti-cancer treatment (tentative plan)

Risk factors for developing active TB *

Chest CT image diagnosis

And lung cancer (advisory level B) ! Not TB Inactive TB Inactive TB Active TB
And born before 1950 (advisory level C) ' ot (treated) (untreated) suspected
AFB tests¥
— IGRA
Negative Observation Careful follow-up (not applicable) MACAD
+ BFS
. AFB tests*
AFB tests*
Positive IGRA AFB fests ORA IGRA
& LTBI treatment careful follow-up + LTBI treatment + BFS
o =+ LTBI treatment

*: According to the Treatment Guideline for Latent Tuberculosis Infection (Kekkaku. 2014 ; 89 : 21-37)

fI: These factors depend on the literature described in this paper, *: sputum/gastric juice acid-fast bacilli tests
TB: tuberculosis, IGRA: interferon-y release assay, LTBI: latent tuberculosis infection,

MACADb: M.avium complex anti-glycopeptidolipid antibody, BFS: bronchofiberscopy
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BEEARTOBHIZIE, B4 FI4 VitfichrARE (i
DHREE LRIV B, MEES &b AETOT— % 7% Ik
M e Lz) REE (19404EMALUET O H A A TRh
LARVC) A TRESED A 7 T2 3, #hiL
NUVAD L IFEIE L NIVB 2 DL FICEEY§ Uit
BEB BB DAL L IGRA A & R I I 9 %0 v
T CT TR Z O A G BV D FHi & 1TV, 44
TG U TR B R, S S 7 LR AT
ZEETLH) OXSITIRET S,

2-3. P h EEEHADEE—RBERERAIICE T DA
BICDOWT

A3 A WIRE (IR LIS B VRS B O B BEATHI 5 2 35 65
Y, TORE, BAGRIEEOLBIELELY S
25 EVH)HWIT, PAGHEMIED Y 4 I v ZHIEFIC
ENTOWAEEZRBE T 0D b, LELIAKR
DAL OWF I % 5 70 2 X LRI S Haf =
NTBYD®, HHYETOIAAH - PUREEIEF BRI
RS DOLETH B I EHRENT VSO, i &k
BAPPIOMEIIB VTS, DI A ot gk
GO X 0 EFHMASE G E T AL H o 20N, K
WECTIRNIEZ A0 L Qo T RS T E L 2
H AN OHEEEERIZ90% M ETH 5 2 L2BA
Bl & FEA PRI DO MR G RFICHF B E T WO T L
LEPHEINTWA,

BN PERAZ 2 A 0F L 72l O 1 # I D T IR 72 36
HAIAAE L 2V, 5L, HFIEOHo b2 I XMEHEED ¥
4 IV 7IZOWT, MiEFM Mk EIE IO WPt
R 2 ~ 3% (BT CII BB b 2
5 ATH 2k, M), AR R BRI O W
TIIRAZIAFR I & 2 S A B A < B8 O 37l 2 47 5
LR EERREL TS, L LUt 2~38
BOMHE T IO AEOERILIRICEH L 72b DTl R
<, DPETIIMHEEERFEOFM S 4 I ¥ 712o0n
T, ENiEEEpTiiEarse s (Bl - ENL R RE N 2t
) AS20004F (24T 21 i i O K RE S IR 8 L 7244 R
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EANDT ¥ — N S Bk Bia# 4 ML R
DI E R AE R U TH D, LR-EL T LA
RGO ZORFIFRFERICE LT, @wxfbsh
TV, P EoWER AT 2 40
PEREER D S F 2, Table 2 12 WK1 PCR B 1k 1k Bh 4 Wil
2 AT 2MBOERS 4 I Vv 7 IClT 2R8% (F
TP IR E B AG TS 4 H D WIRETEAL T, g
IR, T R R BIAAT], 25 A SRR TIEht
FEAZIRE B AA TS 2~ 3 BA O IR RERL E 22 1 hu]) %
PFoRT 2. WIhICE X, BIHBGIERER L HTA O FEESE
RN LCid, 2SABIDTRERIC S 2 5 % EEA
T2HFEN, VABEDIA IV I RH)ITLDhwn
9, RIS B O R & R ED T {2 LT
LTdH %, % Brifampicin (RFP) 12 & 5 CYP3AREFK
BORBEEZ, ST ENEOREIMIET 5 &AL
CHMBENTVD, FAED KT A4 N—FHmTIEFEOMUIC
XY, HHCTELHTEMEEHETLIEMLTYS
B, 1T L A EDFEH]TAUCK, Cmax 2SKIEIZEKT T2
2%, EHBHTIERFPIZK Lo THEEFEOFH WV
rifabutin 2SIV H 1L 5 Z & A%y, Table 3 (2 HIES1H 44
HOBRIIED TR L2, BiBICHVWsRTwAE
2o 2 FHE3E D RFPIC X B2 HRT %,
FRER A & A7z MiE & A O IAE - IR IE B
B39 2 55 & BBRENE NIRRT R & N D A8
BB FiFHOFE LTI 2SBE% 3 2 BH T/
ARACRERZNE Y ¥ /S EIRAENRE, SR ERI L
FEARKS \CREEMERG J % & 72 LWRIEDSR T b, $HED
BlE Ui R 2SR H2 3 2 Bl iz B~ L, B
WRZFEHEATHALEE U ORI % & 72 L 7R3
N5 (Fig. 1)o 29 L72WRRE, J¥ICHIE CTILWZEEIENM
REPAEMEMIARE RS THIBM§ % 2 &K $ % doctor's
delay 2FiIR L OFRE & % - TWw b, Z @ doctor’s delay
DOERE LTIE, Wb b Occam’s razor (FEEHiF DFE
R, MERBOBEAIEARLERME L LTHIER) OB
HPREES NS,

Table 2 Timing of lung cancer treatment in patients with comorbid sputum-smear/PCR
positive active pulmonary tuberculosis (tentative plan)

Lung cancer treatment

Requirements for the treatment

Resection (1) 4 weeks after induction of TB treatment

(2) Negative conversion of sputum smear for AFB
Radiation (1) Simultaneous start at induction of TB treatment
Medication* (1) 2-3 weeks after induction of TB treatment

(2) Evaluation of liver function before drug administration
(3) Changing of RFP to RBT when using TKI

*Consists of chemotherapy, immunotherapy, and molecular target therapy
TB: tuberculosis, AFB: acid-fast bacilli, RFP: rifampicin, RBT: rifabutin, TKI: tyrosine kinase inhibitors
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Table 3 Pharmacokinetic drug-drug interactions of molecular targeted drugs with rifampicin

Drug Target Metabolic mediator Decrease of AUCo Decrease of Cmax
Gefitinib EGFR CYP3A4 83% 65%
Erlotinib EGFR CYP3A4 69% 39%
Afatinib EGFR P-glycoprotein 34% 22%
Osimertinib EGFR CYP3A 78% 73%
Dacomitinib EGFR CYP2D6 - -
Alectinib ALK CYP3A4 73% 51%
Ceritinib ALK CYP3A4 70% 44%
Lorlatinib ALK CYP3A, UGT1A4 85% 76%
Brigatinib ALK CYP2CS, 3A4/5 80.4% 59.5%
Crizotinib ALK, ROS1 CYP3A4 82% 69%
Entrectinib ALK, ROS1 CYP3A 76.7% 55.6%
Tepotinib MET CYP2C8,9, CYP 3A4 no data no data
Capmatinib MET CYP3A4, etc 67% 56%
Dabrafenib BRAF CYP2C8,9, CYP3A4 34% 27%
Trametinib MEK (CYP3A4) — -

Fig. 1 A macroscopic image shows that a fibrocaseous
nodule located in the edge of a lung cancer (arrowheads). Note
the wall of the nodule is destroyed by the cancer invasion.
Numerous mycobacteria are positive for Ziehl Neelsen's stain
in the destroyed area (images omitted).

3. PAENTMIE

A0 T NTMAE O 35 Wi B 8 13 R 5 I HHE T, RHU
Wge% FEhi3 5 DODWEETH - 7228, 2007 4 D American
Thoracic Society/Infectious Diseases Society of America {Z &
HENTMAEA T — b A ¥ b bPETH [l
PR N AE 2 W12 B9 5 Hir81 —2008 4F |+ & B W AL HE 25
ENLT AL, WIEMESEM LTS, ZOHRT
EPENES; & NTMAEDIEZ A8 b 2 &N b X H 124k
> THBY, DHOETIINMACIE 634 DR D 10.6% 1
Migaiz & 5 & Lzt ©, BiNTMIERE D O O M5
AN 1246/10 TN ERETH S L LG, LT
R TIERHBE 7 — 7 N— 2 DG S NTMJE B
HIZ B D NliRE A PEERATOR 15.24 (95% CI 7.08-33.86)
LEFWIIEH W LR EPHEINT VRS9,

EAEIES & NTMAE DO SO FEREICDO W T, 19764F12

Fig. 2 A microscopic image shows that necrotic
M. avium complex lesions (arrows) are seen inside the
lung cancer (arrowheads).

Feld & (B NE S T BHSAT R Ml O i - LI A%, NTM
IiE & L CIE M. kansasii FEDS R D Z W E BT E D4, 2004
ED b AE O A BEF O 50 T b AR DL o H B 5
Yo T FR R, AL 5% D, il NTME T
b MACIHE & M. kansasii FEDS IR EL & W5 &N T 5,
L7 Lk U7z Wi Bk e o i 52, BiNTMGE, & Db
i MACHEDS BN L TWwW b 2 & 2812, B c &t
T AMINTMAE D% < % &2 P @ nodular-bronchiectasis
(NB) BUHli MACHED S 8 5 X 9 127 o T\ 5405059,
7 BIHE OFKEENZ D W TIERE D S OIS Tl RE L
BRSO, bAEOIHE TIZVT D PHEA
% G, ol i NTMIE B &2 B0 5 il A5
FlX2~3%Th b & RMMEEE D 2% D5 ELFM
RTMACKYE (1% 2SMACHESDE) T, FFICHE I
WZBEEN L W L R EDPIREN TN B4 ~5,

i#E A BE L 72 B NTMUE D EHRIZ D W T, ARIED
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FlifE I R CIEF ISRV E - 2 RETHL L
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FAEDMAC JBYe % 2555\ S0 2 BREE 03843 2 W REE,
HHVIZEOWMEHLEG LT WL EEEZRHL T
BN, il 2 DIEBNC BT ES S OBESBEH TV D
D, PETD0EFLT LIESHTELE V. FNEE
FHRIC K B HBFENE £ 1382 ), NTMIED T 5T D
A% 6T, BAAMOREIAET 5720, MBI
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TIXATAB D “dysregulated immunity” 30 d B5- L T 51
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Review Article

CANCER AND TUBERCULOSIS/NONTUBERCULOUS MYCOBACTERIOSIS

Atsuhisa TAMURA

Abstract Previously, lung cancer was believed to be an
epidemiological successor to pulmonary tuberculosis, and
even today, previous tuberculosis is a risk factor for lung
cancer. Endogenous reactivation of tuberculosis can occur
in cancer patients, and hematologic tumors and lung cancer
are high-risk tumors for tuberculosis. The emergence of
tuberculosis during immune checkpoint inhibitor therapy has
been recently attracting attention; in practice, it should be well-
known that tuberculosis occurs in various cancer treatment
situations, especially during corticosteroid administration. To
maximize tuberculosis control during cancer treatment,
medical check and chest CT are required before starting cancer
treatment. Moreover, interferon-y release test and treatment
for latent tuberculosis infection should be also considered
if necessary. In patients with both cancer and tuberculosis,
cancer treatment should not be delayed and simultaneous
treatment of both diseases should be aggressively pursued. In
recent years, greater attention has been paid to cancer and
nontuberculous mycobacteriosis (NTM), and NTM patients

have also exhibited a higher incidence of lung cancer. In

cases with comorbid lung cancer and NTM, a combination
of factors including male gender, squamous cell carcinoma,
with M. kansasii disease was common in the past. However,
a different combination of factors (female gender, adenocar-
cinoma, and M.avium complex disease) currently predomi-
nates. It is important to avoid delays in consideration of the
perceptive issues present at the diagnostic imaging of lung

cancer patients comorbid with mycobacteriosis.

Key words: Cancer, Lung cancer, Tuberculosis, Latent tuber-
culosis infection, Nontuberculous mycobacteriosis, Treatment
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