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GHZMERY W et Ml #R
B MM SRR ORIAD R IEM

EE:ERIZ76mKM, BEU I FICHLUTA ML FH— 1~ (methotrexate : MTX) TihRfEhIC, 3
#, KIERAMBRKD 2580, SRICHaBXIhE MTXICK Z2AMmMEKED & & OFESMITFRIKR D E
DBWDH E, MEFABEIMZ T, MTXHES LURERKBERAZMAL 2. ZORAMBRED HH
ELABET, AARBFOEAMTUHIZBEOELVEELZDRY, BREIHEROKRERREHLS
MTXFER EBR S iz, MBRDOSERLLEICHEVMTXHRPBEELEL ZBEFRZBBICHVT, REHE

FIERBORES TRE N /.

X—T—KN:XABMMLEY—MIBR, MY, REEBEERE
Methotrexate (MTX) pneumonia, Pancytopenia,

Immune reconstitution inflammatory syndrome (IRIS)

*

WAE, b MREA4 Y 4V A (human immunodefi-
ciency virus : HIV) J&ZD % WHIZBWT, BEHRR H
CORERBICT 5 2704 KR gl 3o
1 RE SR RE DT E S 5 & & TIRRYSE D WAL R T 72
HORENRENIET 2H25HE S TB Y, HIV
BB B RIEFRESSERRE (immune reconstitu-
tion inflammatory syndrome : IRIS) & [AfDJFEHE & %
ZHNTWBYY SaFk 4 (d A BRI CTH - 720
A, Nk otsE s & HICHE/LL, ToF L
LTCIRISOE S 29R"E s /2 A b ML FH— b (metho-
trexate : MTX) MRS %2 #Hi5ET 5.
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W MTX (6mg/#), #EEE (folic acid), A M
V3V (metformin), ¥V 7127 x>~ (loxoprofen),
71+t I F (furosemide), A¥1Q /5% b+ (spirono-
lactone), 7 MWV /NZA % F ~ (atorvastatin), F X7 5
'— ) (omeprazole).

BURIEE B 7~ F (rheumatoid arthritis : RA) (2
X LT LAERT & ) MTX (6mg/38) 12X ) i Ccdh -
7o ABRIL 7 ARiCiE 217> THhLEEREEE 2D,
Al EBBREDEODL LHIChY, BEZZH L.
FEEL, ARMEIT R, MRS CIRIMERI A 2 B hE
B 00, UBICHEMRE & ko 72,

ABEREISE - B8 1745cm, RE66.6kg, Eakifh, &
M 39.0C, Wr¥101Mml/% - %, Il 84/55mmHg, SpO:
94% (room air). INENEZERS V. FAEY >/ HifilAe
3. BEEERS L, WA ¥R fine crackles & EHUT 5.
DR, DRFRCI/IV oYU I HEE % BRI, B30
M-k, L, - M. BRI Z L.

A B AR RT WL - L EREL 800/l (B £k %% 500/uL,
U U SEREL204/UL), NEZ T V5T g/dL, /M
45x10'/uL & PLImERFEA % £ LT\ 72. BUN 419mg/
dL & BUN® b5, F7:Cr204mg/dL & EH¥pER: 9% 58
®7z. CRP725mg/dL & Bl TH -7z, KL-6IEKRME,
B-D-Z 1% 1% 242 pg/dL L BRJE 15, NT-proBNP 1240
pg/mL & IEHHETH - 72, R Tl — AR I3
WO S, PR B - B E PCRITW
TNHEETH - 7.

ABERFERET R 0 ABEiRE o 5B HAl X 5 5 (Fig. 1-
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Folinate 24 mg/day
Folic acid 15 mg/day |
CFPM + VCM [ |
mPSL 1.0 g/day PSL 40 mg/day 30 mg/day 20 mg/day
40 16
39 12
BT (°C) CRP (mg/dL)
38 8
7 ,’,—/\/\——\/\/\/\ )
36 - e
Gy 0 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
WBC (/uL) 800 1,000 2,800 8,900 11,800 17,400 9,300
Neut (/ul) 500 700 1,176 2,670 9,251 13,485 7,198

Lym (/ul) 204 170 812 2492 2171 2,767 1,442

iy
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Fig. 1 The clinical course after admission (from the time of admission to the 25th day of admission). Improvement in the
clinical condition and chest X-ray findings was achieved. CFPM: cefepime, VCM: vancomycin, BT: body temperature,

mPSL: methylprednisolone, PSL: prednisolone, WBC: white blood cell, Neut: neutrophil, Lym: lymphocyte.

day 1) T SRR D SNh o7z, ARk ; ‘
JECT (Fig. 2A) TIEMBANEIIC S bThLTHF
T AR Z RO, FEW KD IMIAA ST
ABEthfEl © ARk, MBI D E M) B ERLC
BY, BEFEASHOFEEMEFHERBEAEOZH OB &,
+t7 ¥ A (cefepime : CFPM), N> a< A ¥~ (van-
comycin : VCM) B X OH <27 a7 1) » (gamma
globulin) 5| % BAds L7z, JLIMEREAREICRI L CTUlEE
B TR B OB 53R/ E SN, MTXIZ X 554
EEOZWM O &, MTXWKED ) 2, FIMHH X HZE
BAHREIA ORS [0 4 3R »® (leucovorin®) L
AFa2—L LT, AYF—1 (folinate) 24mg/H] % B
WL 72, BTSN, PRI R SERE PO 12 L
oW, TOB—EEOIHE L HIZ, FE8HHIZIZSpO:
#392% (room air) LERFEACT, MaFBHLEE X ARG E Tl L
i ¥ O e bah z 2 72729 (Fig. 1-day 8), CT % #ie Fig. 2 Chest computed tomography (CT) findings.

(A)
L7z& ZAMMEMT O E AT D 7T AR O2IM% Chest CT on admission showed very slight ground-
FALARD S N7 (Fig. 2B). ML= Tl KL 6 glass opacification in both lung fields. (B) Chest CT on

710U/mL & &, B-D-Z V7 »504pg/mL & L% 52
W7z, CDAREYET Ml % 708/uL, CMV PrERA I3 &
WTdH o7 GEITRRLT I - T OARLE DR

opacification had exacerbated in both lung fields.

exacerbation showed that the diffuse ground-glass
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Fig. 3 Transbronchial lung biopsy findings. (A) Hematoxylin-eosin (HE) staining, (B) Elastica Masson-Goldner (EMG)

staining. Epithelioid granulomas with multinucleated giant cells were observed. Alveolitis was observed in the alveolar
septum, and fibrin deposition was observed in the alveolar space.

WFRBDLh oz, SELHEMRELITL, K& XMilavk
# (bronchoalveolar lavage : BAL) TIZMlfa%id 1.8 x
10°/mL, V) ¥ 23BRG92% & 1) ¥ 2 REREEAL O g £
%8, BEAEMAS R Pneumocystis jirovecii PCRIZFEMET
Holz. BREIMiEM (transbronchial lung biopsy :

TBLB) T3 R AR Z ) WEFEME, 35 X OVl b B2
WCHBg 9 7 4 7)) v ofrii 280 (Fig. 3), MTX i
RKOBWE o7z, AT 0L BRIV IEHES
MYEEL, R A S R R LTS (Fig. 1).

z =

P2 1T AR IEF IS Cd o 12 MiBa 52, MBRIK
AoegE L LB CHE S X OBETE L L 72 MTX i 25 % #%
BRU 72, AIEBN Y )T BT BRI AE O S R T ABE
Loz, PIMERIEANE MTX I & 2 B8tk & S &
n, P oBAEREES X OFIRAMESAE ) BRI X
D MTXDILHFRENS LA L2 ERTEEEZ SNz
PURSEEHE TN 2 MTX AR B X OPusEme L sl
BAC X 0 BT o, SSERIG D HRe g L7228,
MLERIRA 28 U 7z )T T B OV F A9 0 775 X
SR OWELRD, SELFEMRAEICL ) MTXRE %
W3 Nb Lo BN aEEEr /o8- 7.

RABZIIBIT 2 MTX & DOFFEMEIX 0.3~75% &
s, F&5-BGE%6 » B UINIZHR PR RET 5 — 7,
BAER S T O OFE b 2D BN, oo SEHI il i 2
LR LEEZOND. BERTIEIHOL Lo T
ZewAs, OFEANITHT 2 \BBS, QAN X 2 Hii~D
BN 2 B, QMIEIHNIPE ) BIEESL Twiev A
WV ADFIEMALDZET STV BP9 MTX g 05 FL
Fri & LT, WEFIEZ M) BE~DY ¥ REREE 2 4
THbEEN, TBLBTOM FEABAZEEDOALEIXRA
V2 & B RN % & OEINCHH & SRTWBY. KEER

TUIHH LB M A2 2 11 5 ) > N ERIEE TR b %
2RO, P.jirovecii PCR A BEMTH Y, WEFT A & ¢
MTXWi% L Bl L7z, MTXMEFREDOY 2 7 HT-& L
T, Eim, MAFOMNWRE, ok EEHMEIY v~ T3
O, K7 V7 I VIdE, BRI AT, AEH
TH LN BFEEEICL B MTX OFEIE T 23217 51
Z)S)g).

AFEFNE MTXIC & 5 MERFRA AT L7 RE T MTX
Wi RABAEAL L2 & 05, FERT & L TIRISOJFHE
AR S N7z ARk, HIVEEZIIHNT AP0 b A
IV AEEEFIS, B L2 RORIC L ), BRIGESLH D
SRR EDFIE R W LI T 20055 ), Th
ZIRIS EIFFR L T2 LA L HIVIEESHZIZB W T
b, EEIRIS L FABOWREL LU L 2 EAHME STV
BVP. Sueki B 1d, ORFEIH Z ET HRE (GREEHH
R OBEGE/ B O R R, EEEE, s L)
AT HHNBNT, OfEE LS E2 MY A —
(AT A R/ Ry /AW 85 o 280 i<
b, mERIRA A S O, REF Ly 7R NHE
HICK B, MERY) 23, GOEBRER (&Y
JEDBEIEALLHE, HOREEREOTRE) 2Bl 5
%L OFE%R, HIVIEEGHEIZBIT S IRIS (non-HIV
IRIS) ke L722. AIEFNIB VT H RAIH LTl
iToTHY, ABEZIMIRMA DT % 221 MTX i
RKeFE L7722 £ 55 non-HIV IRISOHRRE L &3 L Tw»
5 LW L7z IRISORRETER IS LT CD4 Mtk THiF
WX BRIFEOEEASEE 2 EEHER-TI LMo
TEOW, KEFTIEABEREY >/ EREA3204/uL & & B
) U ERIEA OIRED S, BREELREO Y v ERENZ
2492/uL FTERA L T2 Z &b IRISOIRREZ 1T 5
LDTH 7.

AHEBITIEMBER O HEALES, KL-6 DA T2 L B-D-7 )V
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A D EH L 72Z & DS Preumocystis pneumonia
(PCP) bEANIEED - 7z FERBITAIER] & FAkIZ MTX
WX B EHiEEZEX L0, MTXAKRE & Rk S
W2 & 0 MmBkIEA D H e LR CHliBEE 2 R U, fef
B PCP DB E - 7IEBI R E DD 1, FEIERT & L
Tnon-HIV IRISOIHRE L KT S Twb?, F/-HIVO
SEBICTdH A A5, granulomatous P. jirovecii pneumonia %3
IEFRESEICEE L 22 T2 MiEHH DY, PCPTH MTX
IigEmkk, PEFIEVESEORHRIGZIRISELTED 9 S
ZEDHBENT WA, KIEBITIEBALKIKTD P. jirovecii
DPCRIZEMTH o 7. IRIS®PCP TlI Wik % it T
ERVWTELHDLTENMONTVDY ), HERES
KELECTOWRHEIT A2 S B PCPTIE R { MTX Mifk &
B L7z, YR CllE w2 MK Tld, PCP OB
CBWTH Y b+ 7% 20pg/mL & L7256, BKE
750%, HEHELPEEIL6% & XN DY —F T, BN TOLL
=2, 77 I YEFIR a7 YA L
7 7 A, SRS HE Bk ETEEEE RTINS
HHEEINEY, REFCIEMEICI T VK%
fFHLTED, F/2PCPIIHTHHEREEAThED >
AP b STRD-ZNH MMEFHKRIIE T L2 &
o, MEEERORD-ZVH MEO LFAIZDOW T
1l & HII L 7.

MTX i RISIEDOHF & L TIRIS ® 5255 b 72 E
Bl S 127 <, 5% AR %2 ERH L Tn» BB
HrEEZLNT.

F% ® COI (conflicts of interest) BHZR @ AR LIEEHEIC
BILCH&ERL.
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Abstract
A case of methotrexate pneumonia following the improvement of cytopenia

Sanshiro Haga? Toru Tanaka? Takeru Kashiwada? Yoshinobu Saito?,
Yasuhiro Terasaki® and Masahiro Seike ?
4Department of Pulmonary Medicine and Oncology,
Graduate School of Medicine, Nippon Medical School
PDepartment of Pathology, Nippon Medical School Hospital

A 76-year-old woman treated with methotrexate (MTX) for rheumatoid arthritis was urgently transported
to our hospital due to hypotension and pancytopenia. MTX-induced pancytopenia was suspected, and MTX with-
drawal and folic acid were started. Although the pancytopenia improved, diffuse ground-glass opacification had
exacerbated in both lung fields on chest computed tomography. The pathological findings of a transbronchial
lung biopsy showed alveolitis with lymphocytic infiltration and granulomas, and polymerase chain reaction (PCR)
for Puneumocystis jirovecii from bronchoalveolar lavage fluid was negative, leading to a diagnosis of MTX pneu-
monia. Her pulmonary opacification improved markedly with steroid treatment. The clinical course, which be-
came apparent with the improvement of pancytopenia, suggested the involvement of immune reconstitution in-
flammatory syndrome as the mechanism of MTX pneumonia in this case.



