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ER (HMW AV=7YF(UNH), V77 ¥~ (RFP), =¥ 7 +—)V (EB), 75 ZAu~<A
TV (CAM) 1220V, AT LIVF =1 X o TGRS -8, 2AEURMEFRE (rapid drug
desensitization: RDD) % H WG-S5 RE & 72 5 Biat L7 S & ) Wikt v Ui
Jili Mycobacterium avium complex JEIGHEICBWT, M 2D T LV F — b % 4L CiE#FE Pl & 7 - 7213
FEBIC, WikEE% 6 B, Wi M.avium¥E 7 1 TH o720 RDDD 71 b T —)liZ, Holland 5, Cernandas 5 I
H UM L 720 GRS 3) RDD O &%, INH2 i, CAM 2 i3 4% 5- W #E & 74 - 72 REP 126 Tl 8
(66.7%) T, EBTId 6 Bl 4 61 (66.7%) TIKGWHEE Holze (B ¥F Y F I F, EBIEEAN
PEREBRERI T, EB, CAMIZIEREBMEPIRB A C&/ 4 EEEHTH 575, fEROF AL K4 212iF
EINTBOT, WlB X CIERAL IR R BRI 2 AT X CISHIAT L 9 % SRR O T
B X TS ERE ORI 2 KT 572012, RDDICOWTHETAZ L 3HFHTH L EE 2 5N,
F—T =X GURWIE, DUPURRAERETGHEEE, MR, FERARIEPURRTRE, WUEME, SUdRIELE

U &I

Fit%, PUBRRIEHREIRE LD OTH LAY, AT
LIVF—Z2 BT 2BEL LR FHIT LV F—12
LT, 1960 4EA0 2 & A EREEE IS & 2 B EA G &
NTHY, X2V ) VT 2HE0 5, T HMEIS
B2 (2R T 5 BURMERE 2 1SR E O MG TIT 9 &
HFIEAERED: (rapid drug desensitization therapy : RDD) %5,
JA L HCKTITh TV %D~ 3,

Al FHIT LV F—ISTHEBE R PR L2 BE L,
RDD % v, £V =7 ¥ F (isoniazid: INH), V) 7 7 ¥
¥ ¥ ¥ (rifampicin: RFP), L% ¥ 7 bk — )b (ethambutol:
EB), 7 9 Au <4 ¥~ (clarithromycin: CAM) 2D
W, BEROTHRG SR L 2 502 BET L7,

MEREFTE

X GUE R AG A 72 LT Mycobacterium avium complex
i (i MACHE) HHICBWT, M50 7 LV F—K

G4 CIRIRTIT & 7 5 72 139EBITd S o RDDHEATO
SR BRI T B L, BOROIRMEDITHE, T
BL)BEHPD LY G, EELREATLLF 2L
ebo, HEOH 2 EELGINEL AT R, B
JERZFRZ ONBVEE, 20K H 5 V80 LL L
DIEBI L L7ze eds, RHITRILUBAGELE B & D KGE
BTBY, BERANICECTHEZEIERNZNRE L
72

HHI ORI, INHERO0.15 gy gy 715 mi &l
A, EHHK TR 150ml INHAKH]) & L7z, INH
ARA10 mNIES KOO mI % Nz &/ 100mi & L, &
FTRESM U7, REPIE, 1A 72 VERY 7RV LHE
vy 715 ml & AESF K TEE 150 ml (RFPKFH])
& L, RFPIKHA 10 ml 127344 7K 90 ml % il 2 4= 100 ml
ELB, LERESW L. EBBIZ I SEZHIEL, i
Yuy 725 mi MR, EFHKTERE 250 ml (EB /KA
& L 72, EBAKAI 10 mI 23S K90 ml % N 2 4 &
100ml & L, LEREGM L2, CAMIE, 10% T4

VA R R T B T R B A > 5 — IR R
B, 2 AR R N T B SR eI

RS A RESAE, AR EIE ANAE TR 28T 590 BETk
ol v 7 — R ERIRE, T 204-8522 HURUARGE AT IN3-1-24
(E-mail : sasakiy@fukujuji.org)
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Ty 705 gk MR L, HEHAKTERS0m! (CAMAKH])
&L, CAMZKHI 10 m{ 1241 FH 7K 90 ml % Il 2 42 & 100
mie L, SEREMMLIZ. 2B, FEAICOWTHES
PHANIRTE 2 L HIELLYE, BHEHOAIFIZT
W L7z,

KIS, BEOBARB L MBS WEEE I E L
720 BEHIHFH G AT b N AT HHR SRR 7 LV
F—JUG % &£ U2 iHEO Ll 7 % 385] % RDD & 4
L, 2ok, PRHZE, RIkoIRi, #5171
WEF—FILOIRE» SHHFHE L Lz, B E Shkds
5 b RDD a7 BT (2> J5 2 CHEFI DS G- HE & % -
TeBANIRAL L 720 B OBA PR TH 24,
HHNZONWTA VIV a—T7 5 — L EBRL, HEREY
ENTVE T LIVF—EROHE DK S D0 SR
572

¥4, ¥5-MM@1%, INH, RFP |3 Holland & 0¥ 5.3:2

Table 1 Desensitization protocol?

a) Isoniazid b) Rifampicin
Time Dose, mg Time Dose, mg
AM 9:00 0.1 AM  9:00 0.1
9:15 0.5 9:15 0.5
9:30 1 9:30 1
9:45 2 9:45 2
10:00 4 10:00 4
10:30 8 10:15 8
11:00 16 10:30 16
11:30 32 10:45 32
PM 13:00 50 11:00 50
13:30 100 11:15 75
14:30 150%* PM 13:15 100
AM 8:15 150%* 14:15 150
AM 8:15 300%*
Continue 150 mg* every Continue 300 mg** every
12 hours for three days 12 hours for three days

*: The dose was 50% weight.

Table 2 Desensitization protocol

a) Ethambutol b) Clarithromycin

Time Dose, mg Time Dose, mg

AM 10:00 0.1 AM  9:00 0.1

10:15 0.5 9:15 0.5
10:30 1 9:30 1
10:45 2 9:45 2
11:00 4 10:00 4
11:15 8 10:15 8
11:30 16 10:30 16
11:45 32 10:45 32
PM 13:00 65 11:00 75
14:00 125 12:00 100
15:00 245 PM 13:30 150
AM  8:00 250 14:30 200
AM  8:30 300

Continue 250 mg every Continue 300 mg every

12 hours for three days 12 hours for three days
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\ZHE L (Table 1), F 72, EB, CAMIZ2 W T, Holland
5 DO 5-1:, Cernandas & ? statement (2 U D Bl @4 K
L7z (Table 2)o $5-BAAIERNIZT AT 9 W72 v LIZ 101
oL, BAEFENZRT . RS IR
Hlo—HiEEEGREZB22VwEE L, RDDEA2S 3
HEG HEROPEZ 12FEMEICARE Lz, HERYS
wiE, HARBERESHEREEZRRICE S [HKEED
# ] ORIE L —2008 44 12H#E U, RFP 10 mg/kg (600 mg
¥ C) /H, EB 15mg/kg (750 mg ¥ T) /H, CAM 600~
800 mg/H (15~20 mg/kg) & L7zc CAMIZBILTiE, H
RRALIR X IERAL PR RN R B - H AR
FRBYIE « FEREME AT & B i IR W e b
ST B AR —20124E LRI ICHE L, M) 600
mg% HEEE L, 800 mg# G- 2342 7% #1213, RDD B
G4 H#%D5800mg & L7ze BEMA DIKEICH DY,
PIIGERAI R, MRS Z2RIMERL, #WEITo7
RDD (X ABEIRIIZ TIT VY, FeG-0iH 5 0B, B
AEE= 5 —25, BIREBOMRZITY, TLVF—K
JEASA: U7z BRI IS IS iE & L, ¥ A7) ¥, Pie
A% 3 VHE, FHERRIEREA T a4 Nl % 4 L 720,
RDDBHIAY H, WIE#HNEL LTEY T VA X M
MU AENREE, 2 KHZRDD WIkZ LG L 72, €
YTNHANTF N DGR IR & T S
T L7z B, MBICHEEDHIEE L2220
HT LVF—fERZE LTS 720, BIFEHBBEIZ
BHETH > THRDDZHIEE L7z,

b R

HSUERN, YT B, L6 B, Bl 6 B, Mim.
avium¥IE 7 B, FEYJER 63T TH - 720 DB HEIEGLHE
Bo3H 7 LV F—=DAo7 LV F—iX, 7TLILF—
PRI 3 F, 2 P EOSEH T LV X — 2 6, 18W%RE
LB, 7 M- E % - KE LB 1B TH o 729,
P Ay IV, BIFREATOA FEOHKEHNL 5 H
5776 F72, INHDOTLIAVFE—IIOWT, WE75E
WEAT > TOIIEBNIIRD b o 72 BHHEICBWT
MR A=A TR, BEIRIE, B CSREiE, ez
FINMR %2 17 > TWREBNE D T 2o 72,

PR EH (Table 3) OWNIARIEREDIEH] T LV F — i
Wik, WEREILNEES 8 B, L% %5 L TFREE,
LB IMPERLEES 2 B, 88k - Bl - R 1 Bl CTh o 72,
SER B NI G- B B 2 S50 A L #PAATE L, K
HRIEL BRI BRI 7 LV &F — % U 72 9E B3 3860 e o
720 BRIT LIV F—~oxtits & LT 126025 Bl 374 4
el L, 2 LTz SEIRBBIE R Y 3EH] 2 il
B, BURMEREE RS L TIT o Tz 1T, ER
HIBIE L Z OB OGRH IR F TR L T 7z,
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FPG-RWIRES, 7 LV F—Eky SHEE S N8
BESEIE, RFP 1261, EB 8%, INH 451, CAM2fl, ©5
FIF2Ml, LRT7aFRH Ty, AMNLTIA T UN
FIBRTH o7 ENHPEFE LY, WIS 2 HH A
B, MFECTHEGZIT) ZLATET, »OHEED
F 8l & 7 5 3K % RDD XIS A & L, INH 26, RFP 12
B, EB 66, CAM 2Bl% SOk 5 L L7z (Table 4) 7
B, ABRHEICOWTE, Wi EE S ARFETH
0, Nl MACHE B2 13 5 RDD 5386 1 #0354 110 2
HTho7zo FEBI S ODAYPEE T )i O 72 HRDD I
WL AN 14 H & 2o 720

RDD O#% 5, INH 261, CAM 2 BT 5- 0l 6k & K] Wr
L 7zo REP 12 T3, RDD % Jiti 5%, 5212 T 3 Bl
HIEL, ZokibkiEasid, mAEERIEA 1 IS
HLRFPH Gk L2720, 86 (66.7%) THIxL

799

u i & W L 720 EB 661 TIZRDD HHIZEEH] 7 L L ¥ —
BROLpo T2, IRBITHR2HBITESZAL, 441
(66.7%) TH¥5-1HE & HIKF L72c RDDHDFHR, 7
2%, RDD ORIk Tl L7z (Table 5),

RDD % 5 AL B~ D%t i, REP AR TH
572 4PNIBWTIE, 1 FHZRBTNEE, 2 FlLIEHERD
H ARG 2GR R B SIS 9128 DS ERIE 21T
57205, WML SO T LV —ERE R L
RFP AR % FR ik L 720 JERIZREP AR IEIC X 0 B L 72,
1 BHEMi MACHE R TdH - 724°, HEDRFPIRZ &
YRR L o 72 BB TH -2 201 &
b HASG SR ERB BSOS 918k U Uk etk
AT o 728, P50 RE 11, 3895 CTEB NI 1 B
Tho72

Table 3  First treatment findings of mycobacterial disease and outcome

Case ((i:ileiglcoaslis égzrngg)ac_ Reaction Interval* Outcome Cause E?;?irg;n_
1 MAC REC Erythema exudativm A few days REC stopped RE No
multiform (wide)
2 MAC REC Pruritus, drug eruption (wide) ~ About 3 months  RE stopped RE No
3 MAC REC Pruritus, drug eruption (wide) ~ 2—3 months REC stopped R Yes
4 MAC REC Pruritus, drug eruption (wide) A few days REC stopped RE No
5 MAC RC Pruritus, drug eruption (wide) 11 days RC stopped HRC** Yes
6 MAC REC Pruritus, drug eruption (wide) A few weeks REC stopped R Yes
7 MAC REC? Fever, nausea, abdominal pain A few days REC stopped REC No
8 TBC HREZ Pruritus, drug eruption (wide), A few weeks HRE readministration E Yes
liver dysfunction desensitization
9 TBC HREZ Pruritus, drug eruption (wide) 2 weeks HREZ stopped HREZ Yes
10 TBC HREZ Pruritus, drug eruption (wide) 15 days HREZ stopped RE Yes
11 TBC HREZ Pruritus, drug eruption (wide), 4 weeks HREZ stopped R Yes
liver dysfunction
12 TBC HREZLS Erythema exsudativum 2 weeks HREZ stopped HREZLS Yes
multiforme (wide)
13 TBC HREZ Pruritus, drug eruption (wide) 17 days HREZ stopped HR Yes

H: INH, R: RFP, E: EB, Z: PZA, L: LVFEX, S: SM, C: CAM
MAC: Mycobacterium avium complex disease, TBC: pulmonary tuberculosis

*interval until appearance of allergic adverse reaction of the first treatment

Table 4 Findings and outcome of cases of rapid drug desensitization (RDD)

Case ((i:ig;f;slis Hl;;mdl};{ir;g des:l];mzatCu:M OAI?VRCBSS reaction Adbverse reaction after RDD and cause
1 MAC O O Drug eruption (EB)
2 MAC O
3 MAC O
4 MAC O Drug eruption (EB), angioedema (RFP)
5 MAC O O Skin rash (RFP)
6 MAC O
7 MAC O O O Skin rash (RFP)
8 TBC
9 TBC O Skin rash (RFP)
10 TBC O O
11 TBC O
12 TBC O
13 TBC O O




800

FER% H589% 117 20144F 11 H

Table 5 Second treatment after rapid drug desensitization (RDD) and outcome

Case gigrgl;f;slis é)?\glr;greacnon Readministration after RDD outcome
1 MAC EB Desensitization (JSTB) continued
4 MAC RFP, EB Desensitization (JSTB) stopped

5 MAC RFP Desensitization (JSTB) stopped

7 MAC RFP Desensitization (JSTB) stopped

9 TBC RFP Change to RBT

Desensitization (JSTB): desensitization recommended by Japanese Society for Tuberculosis on 1997.

% =

WAIRFIZB\WTIE, INH, RFP, PZA % £l & L /-
ARSI RIS I TE Y, wihd o
HOFHITH Lo BEBDHIML T2 IEEZEPIRRE
JEIZBWT, RIFTHRDZEOBEDIHE STV B
MACE 2B\ Tld, RFP, EB, CAM I3t 2 D v ih
MGHEHAITHD, LL, INSOEHNT LIVF—hiE
REETLREEID % v MR L EIUEZSE
VAN OIER OERNENEL D 2 L, BT, SEA RS
BRoOMBICX 2R bomr s, EEIEEEOMA
BRSNS, T2, MMACIKE Tid, HARMERAEIE
FAZEPIRE REX R B E R L 2HETA FI 4 09,
An official ATS/IDSA statement: diagnosis, treatment, and
prevention of nontuberculous mycobacterial diseases” (2 & 1),
HEE, RFP, EB, CAMODOPEH & ENTWABD, K
FIZBVTH —EOREZH T IV E 00, &0
BHIIHNEETH 2910, LA L, RFEHIC L 2EFED
ZETIIHEREEH & 7 ) BRI % <, 1B D 5 \»
BRI DS B EA~NDOLEEIL, BEITAFEEZA T
WIROEAL & T 5,

WEAEREORELIEE K, RV Y OWEED» Sk
F 0, PUOEA, HAERA, PRI A 20T O 3EH
WIBHENTEY, PUEZEIZOWTH 1960 FER 55
EF ST B9, Ag, MIBIEIZ T BT LV F—
W LTiThNd EE 2 HN505, FORTIE, AT L
VEF =TT RTCOHEHT, Tz, MAIEIEDY, 2
WSR2 VT B,

AIRTIE, BRI ARBHETHRRH1997 41T [H
KA O ERE I T A REIOE L TT LIV F—
JERANOFEZ /R L TE Y, INH, RFPIZH T % &l
ELT, 25mgHh S 3 HEIcHEE L, e olie
T2 HRIAIT DN T Do RIS 1993 £ D
ESTEFEFTNO T~ — M L o TREBRIWISIER S
N2bOTHY, 3HEICHWET D L v ) RIITHIFEIC
RENTITV RV,

NG B 3 E Y E PO BE T ZE X (2R 3 A R AL M b
WIZBIUT BT v — A% AT\, RFP 236024 1,

INH 12 B D\ TIREA R & AT L 72 19, RFP T3
¥ H-it 1 ~150 mg, WREMERERAS 7 H, 2411
BT WA RS54 V#6175 L, 2414119
Bl (79.2%) THIL Tz, INH TIE@ImH G825~
100 mg, MWEME2 H2 5 4 H, 12BH12BI10881F 724
KOBEICH L 2 1 BT, 121106 (833%) T
W LTz, £0%, FROFFITH - 72 WURERIIZ
DWCH KL T v — Mbb', RFP T 176
1461 (82%) THT), INH T 8 Flth 6 B (75%), =D
HoOWEN YT INH 16 BIH 1361 (81%), REP 30 517123
Bl (77%) EERICEI L TWice SO S, AFD
H AR SR EREZR S OIS ICHE U 22 R
DFIEEE <, R FIRECEREE O M 2 RER & LT
Wb EEZLND, LAL, BUIROBEBMEEEE, #T
F TIZINHTIE 300 mg £ T15 HH, RFP TIE450 mg &
TISHMZZEL, GHNHERORENE %5, £72, &
B L IR ERHE T X TUICHWA Z &8 T
E DB EREOEALINLZ DD Y, WIEIERE
FEOBRPIEOWRIZOVTHRET 2 LD 5,

Wk TlE, £ < 05 0HER 7 LV F—iZx L, S
WIESE (RDD) 7% L DEFITITbNTE Y, PUligs,
CAM b B CTlE 2o vy JURAER I X 2 BURIEDO R
&, SCHKRIRRER Tld, Mast cell DIGTEAME T 91D, Mast
cell M L35 F 0y v FF—ELyn, SykDigA1®H~0
&, AR SN TV LS, BEABETLIHEDLH Y,
R Cld e ve F72, RIFTHRITDILTE 72 IR EHE
DI O BB 12D W ST ISR E % 1T - 720
RFP O 7 H WA E## 20, EB T G- MM % 45578 L
7o BB ER AR 2 DS E ST w iR, 4 x5
MREOZ L, P EHEAEh b ol HEAT L
VX —HREEERE R L, BEORIKRPLEHE, 3
FIT7 LIV F—DFERICOWTH & 1S L, IS
REINT LI ENGBILETH L EEZ DN,

7 LIVF—FFHE LT, RDD {7 HiICE ¥
TUAANF M) T AEBRLGLZ0D, JifeFEilonT
7 LV —oWiilkEE Rk BZNhadH 52 & odt
WS dd 0, AIBEREATOA FAl, fte A% 3
YHIOPEGAE S NI HETT L R o 720 BB O 7
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LoV F —geRIMBIRE, RIEREA T4 FAl, e Rs
I VA TR ST BB 2T > TH 53, 5
IS OMEIZOWT IR DV THES % EAAME L
TV LN D 5o

Ll b b N DSHE L 72 RDD O %13 INH, CAM
T100%, RFP, EBIZT66.7% T& 1, FEFED RSN T
WA, BT E R THA T LIV F — & A LR
2R L SNIEMCHT AW TH Y, HiTH
M, Rtz ZE L, WEEREOEREO—>E LT
AL T T vEeFEZ 2o AIFTOHRE, IERBEMPIR
RHEIRHR I8 C S RDD & BN HE & % 2 5 25, Ak
WFLRHATIRE DO TR L L, FHIMRFEME O
NOTF, BEOTHRER R Tr LTI RETH 5,
SHIER ZER L, RIFLOPIREEHRICB T % 2500
BAFRIEIC O W TR 2 HQL PETH b,

] B

SORBUEAERLL, PR EREORIVEIN Tiam %
TS AR 2 E 5N LW H 5 EE 26N, KK
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Original Article

EXPERIENCE OF RAPID DRUG DESENSITIZATION THERAPY
IN THE TREATMENT OF MYCOBACTERIAL DISEASE

"Yuka SASAKI, 'Atsuyuki KURASHIMA, 'Kozo MORIMOTO, 'Masao OKUMURA,
"Masato WATANABE, 'Takashi YOSHIYAMA, 'Hideo OGATA, 'Hajime GOTOH,
'Shoji KUDOH, and *Hiroaki SUZUKI

Abstract [Background] Drugs for tuberculosis and non-
tuberculosis mycobacterial diseases are limited. In particular,
no new drugs for non-tuberculosis mycobacterial disease have
been developed in recent years. Antimycobacterial drugs have
many adverse reactions, for which drug desensitization therapy
has been used.

[Purpose] Rapid drug desensitization (RDD) therapy,
including antituberculosis drugs and clarithromycin, has been
implemented in many regions in Europe and the United States.
We investigated the validity of RDD therapy in Japan.

[Patients and Method] We report our experience with RDD
therapy in 13 patients who developed severe drug allergy
to antimycobacterial treatment. The desensitization protocol
reported by Holland and Cernandas was adapted.

[Result] The underlying diseases were 7 cases of pulmonary
Mycobacterium avium complex disease and 6 cases of pul-
monary tuberculosis. Isoniazid was readministered in 2 (100
%) of 2 patients; rifampicin, in 8 (67.7%) of 12 patients;
ethambutol, in 4 (67.7%) of 6 patients; and clarithromycin, in
2 (100%) of 2 patients.

[Conclusion] In Japan, the desensitization therapy recom-
mended by the Treatment Committee of the Japanese Society
for Tuberculosis have been implemented generally. We think
RDD therapy is effective and safe as the other desensitization
therapy. We will continue to investigate the efficiency of RDD
therapy in patients who had discontinued antimycobacterial

treatment because of the drug allergic reaction.

Key words: Mycobacterial disease, Antimycobacterial drug,
Tuberculosis, Non-tuberculosis mycobacterial disease, Desen-

sitization, Rapid drug desensitization therapy
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