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Antimicrobial therapy of Sarcoidosis

Yoko Yamaguchi', Tetsuo Yamaguchi', Yoshihito Yamada', Chiyoko Kono',

Mika Zaima', Hitoshi Tokuda®, Naohiko Inase’, Yoshinobu Eishi'

' Department of Respiratory Medicine, Japan Raitway Tokvo General Hospital
“Department of Respiratory Medicine, Social Insurance Chuo General Hospital
‘Department of Respiratory Medicine, Tokvo Medical and Dental University Hospital Faculty of Medicine
‘Department of Surgical Pathology, Tokyo Medical and Dental University Hospital Faculty of Medicine

Since 2007, 47 sarcoidosis patients (77 cases in total) have been treated with several antimicrobial
drugs and divided into 8 groups treated with sulfamethoxazole-trimethoprim(ST), ST+azithromycin(AZM),
clindamycin(CLDM), CLDM-+minocycline(MINO), MINO, MINO+AZM, doxycycline(DOXY), or
DOXY+AZM. As many as 7 of 23 cases treated with DOXY monotherapy had obvious effects and especially
cutaneous lesions of all of them got better. The other groups showed a few obvious effects. The rate of
adverse effects was 60-80% with a single agent such as ST, CLDM, or MINO. Treatment with DOXY
monotherapy had fewer adverse effects and the risk was 26%.

Further study is expected about the antimicrobial treatment of sarcoidosis for more cases. Taking this
results into account, we recommend the use of DOXY for treatment because of its effectiveness and lower

likelihood of adverse effects.
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The prevalence of smokers, association between smoking status and
clinical manifestations, in subjects with sarcoidosis diagnosed at

Sapporo City, Japan.

Noriharu Shijubo’, Satoshi Konno”

Department of Respiratory Medicine, JR Sapporo Hospital, Supporo, Japan
“First Department of Medicine, Hokkaido University School of Medicine, Sapporo, Hokkaido

Background: Several studies have shown that individuals with sarcoidosis are less likely to smoke in the
Western population. Epidemiological characteristics of sarcoidosis were different between the Japanese
population and Western population. However, it is unclear the prevalence of smokers among subjects with

sarcoidosis in the Japanese population.

Objectives: To evaluate the prevalence of smokers and the association between smoking status and clinical

manifestations of sarcoidosis in the Japanese.

Methods: We evaluated the prevalence of smokers in 605 subjects newly diagnosed with sarcoidosis between
2000 and 2008 at the three hospitals in Sapporo City. Clinical manifestations of sarcoidosis were compared

between a current-smoking group and a non-smoking group (never smokers and former smokers).

Results: The prevalence of current smokers in our cohort subjects with sarcoidosis was 59.8% in male and
24.8% in female. The current-smoking group was younger and less female than the non-smoking group
(P<0.001, P<0.001). In the current-smoking group, the prevalence of lung parenchymal involvements was

higher (P<0.001). This results remained significant even after adjusting for sex and age (P=0.009).
Conclusions: Unlike in Western populations, smoking may not have an inhibitory effect on the development

of sarcoidosis in Japanese population. Smoking may be a risk factor for the development of lung parenchymal

involvement of sarcoidosis.

— 304 -



FLIRTH 3 i

A. HiZE”

RKDOHETIE, Haf K= A (VIE)BE
DOPYERIT—MEAN N OBRER I K<, BYETY
JEDOFIEIZIHICITZ 6L EFB bR TnD, B
FEIX, AFEICEDZOMKRBNIRESRRY, Bis
R EREEROEND, BRBIZKESFEL
TWHEBZ LD, ARRIZET DV IEDOBRIERIL
O TIEAR L, EBYERIREDRRET RIZS X

%%%+A@%énfw&w ARFFETIE, AA
ANVHEBE T HEER AR L, BERTIED
B AR I L 515 Z kg TR

B. Fi7iE

200041 A 7225 20084E 12 H £ Tz, dbifEdE
KRBT, FLIRSREFBE (BLIR FLBLIRDE ), FGENFL
M EREL 2 U = 7 R L, FTERR W S s HE
HEE 605 N\ % XT S C IR 2 A U, S FEERIR T A
L OREIZHOW TR L.

(fi BRI~ DR, )

JeimE RFmEbe [H EERFREELZES) I8 T
aAf R—=vRTBT D EMEER T A —Z /O
W DS REIZ B 2 D EIZHOW T ORET L LT
FEZHGEL, FA214ETH28HAHNT TRE S
TW5.

C. MREHER

Y R DO BRI R 1T 5% 59.8%, Zci24.8% Tdh -
7=. 20044EDJITIC K D survey LR L TH, YiE
BHEOMERIINT LHEWEREIZE R R
7=, Fio, BEIMTEFE CTOBERO R S M
TH-o7 (K1), PRIERERE (WERE ) Tl IRRE
B (JEMRJERE) L b, BHETEHEMENLL, IE
LSRR O~ 7 07 7 —UkREEmL, VY
U SEREEER, CD4/CDSLLITAK T LTV e, MEREC
%, WA EET LRGN ARICEN2T2(H2).

'R FLEERBERFE AN AL RlfR
2 AeiEE RS — R BhE
COOVE AR I B SRR TEEE  BRSER AE

— 305 -

BB A F—U R (FE ) OB R QW YHE DO BRKRBIZ 5 X D 5

EZZE  Our cohort
JT survey 2004

59.8%
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24.8%
/

0-19 20-29 30-39 40 49 50- 5‘) Total

B1  2000-2008 41233 0 F % AL T 39 IELC THBLZ %ént#r
HE OBIIESE (T survey & DL

Never/Former Current

(n=377) (n=224) P value
S, n (%) 86 (22.8) 128 (57.1) <0.001
i (PRIE, §E) 56, 14-81 31,19-81 <0.001
#E8 (0 1/11/I/IV) 110/189/57/21/0 39/107/71/7/0 0.001
CxpPi R D (Stage I -1I) 267 (70.8) 185 (82.6) 0.001
FhEFSZE D 1 (Stage 11 - 1) 78 (20.7) 78 (34.8) <0.001
FHONEZE 317 (84.1) 171 (76.3) 0.019
RRZ 266 (70.6) 148 (66.1) 0.251
RRERZEE 75 (19.9) 30(13.4) 0.042
100 26 (6.9) 10 (4.5) 0.224
CxpPIRHE 33(162) 17(13.5) 0.509

* x2test : P<0.05 7 Mann Whitney U test : P <0.05
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200045755 2009 FE OIS B A2 U2 Lic oL a R—=2 ZJEBO H 6, Rl 0
L2t — b (MTX) Z 4 L7255 B OV T A4 U o (AZP) & L 7= 1565 & xf 4 & LaAl}_
BLOAEIMECOWTRE Lz, AL TE3 » HELEWRTE 2R TR L7z, il
FNE AT & A RIGEC LR Uiz, &2 WVIEHAI TR G L7-. MTX T20/55151(36.3%), AZP
T 315 61 (20%) (2 53U T 5 2O FITEH O 38 Bl 2 200 7=, MTX CIINFRETERE A R & %0 -
7‘:73‘5/&‘(?)32%%5L*ﬂiLPiJ'T“*-%'lb‘& L, WEARBWERZRBO 70T -7 AZPZEII L1
TN IO THBEIN N X 2 JE AP E AR P ERISC D E 22 46 L7273 200mg/ 11 & v D i H I L 72 6
DEEZ BT /Hsdrét P L TIEMTX T10/52 611 (19.2%), AZP T 3/951(33.3%) (= Fsu THf4L
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Efficacy of methotrexate and azathioprine in patients with sarcoidosis

Takuma Isshiki, Tetsuo Yamaguchi, Yoko Yamaguchi, Yoshitake Wakabayasi, Keisuke Hosoki,
Satoshi Suzuki, Mika Zaima, Chiyoko Kono, Yoshihito Yamada

Department of Respiratory Medicine, Japan Railway Tokyo General Hospital

The purpose of this study was to evaluate the efficacy and safety of methotrexate(MTX) and
azathioprine(AZP) in patients with sarcoidosis. Between January 2000 and December 2009, 55 sarcoidosis
patients were treated with MTX and 15 were treated with AZP. Patients were administered each of them
only or with corticosteroid. Effectiveness was assessed in 52 MTX cases and 9 AZP cases who were treated
for more than 3 months, and 10 MTX cases (19.2%) and 3 AZP cases(33.3%) showed improvement in some
leisions. Adverse effects were observed in 20 out of 55 MTX cases (36.3%) and in 3 out of 15 AZP cases
(20%). The most frequent adverse effect of MTX was liver dysfunction, but none of the patients were severe.
Afebrile neutropenia was occurred in one patient treated with AZP probably because of high dose usage

(200mg/day). MTX and AZP were effective in some sarcoidosis patients and safe with appropriate dosage.

- 307 - (345)



(346)

2008 ~ 2010 )G OVFE AAERITR IR 5 il AT 45

(¥ =]

LT = R RET D R ER O T R T

BEATuA RI(AT A K) T, PISEA
T A REHRBICAOMHEIZL D AT a4 ROEER
WHEAFEB A D 0, AT A 2B 2. Gy
IHIATH D A Y FLFH— N (MTX) M O7 B F
f/J,qAﬂqixfu4’Mk?%&w>«o&bf
RO TIEH LA F=2 AN L TER ST
YOI, A CIEREREZIHORTE L & 0 #IEC 5
g CUZR L TR FRE I e,

(B ®)

MTX M TVAZP DA 555 L O i 20 T
AL HME L.

(5 &

2000451 H 1L 20520094 12 H 31 1 & Tz M
Al o7 ad F— 3 ZJEHD H B MTX
Ze P ST 55 I M OVAZP A B K U7 15 1 A %f
LLL, TIAMEB LU0 VTR L, O
B 28 D AT LT DREBNZ B U THL s 48 o 47
BIPEDRHE LT & 0 SINEERA LT, 7,
BEWEZ DWW TIE3 & FLL BRI T & 72005 C
L, @HEHOMEL Sl 0O M T3 4 L0 ERN
N T & AR T E BN B L TR e o 70 2 5140 L
7-.

MTXﬁicMup@wgﬁuiﬁﬂfw%nwiz?
1A RE2FH L TODRERIC Bfed LT L7,
MTX O L i3RI S — 7.5mg/ i & L, AZP O f%
U 50— 100mg/ 1 & L 72723200mg/ H A3 4.
SHTIEG S B - 7o AT DWW TEERUIER &
DR T LAY & 2% U T il & A7 shis) &
L, AEG &2 DA OIEBIE 2 TG & L.

[(BEER]

O MTX s 5t

JR UGG BE PR Zs N FL
COOVE AR B B AN EE AFTER S

P26, LoVE29 B CiHRE B AR AE R X 27 — 75 5% (D
P 4758 ) Th - 7z, MTXﬁiwﬂ”?”)Siwtﬁ
B84, A7 oA N L LTRYG L7l
12270 T~ 7.

@ AZP A5 &

FAET B, Lok 8 G CHRE DI AR A 1320 — 64 7 (1!
YLl 4075 ) T > 7=, AZP & HAITRE S 710
1, A7 aA iz bREEdE L C ';ALf:JMﬁJ L14
T -7 E7o, 15EONI146ITRICMTX &
BlhEn MR AF L

[ R]

(DMTX

55 Hfuf & 2o 1R I 00 %8 8 2 5 6b 72 FE 5113 20
B1(36.3%) CHMETH, LVE13HTH - 7=, HITEA
DR E L THEATHERERS 1 13 41 (23.6%), TH{EAHE
IR 3B (5.5%), 18 3451)(5.5%), FMmERIEL 1151(1.8%),
TEIE 1 0(1.8%) Ty -7, BRI 58 BLIL g
ME<&H%%2&HFWT%%LT%U T EE
PEE O BLZ R U CRI2AEOFGEDGED BT,
}Hwﬁh.ﬂﬂ”,lﬂWWM¢$%bdi&%KﬁM
THYWFIL L MTX O H DU L R TT AR
N B, I EMAE LE L T AEMT <
RifrLCuviau, BEERMICRIE & 70 D K 5 e il 7
HER 2 27 mﬁJil@thA»aL.

ATWECEE U CIEIE R & 5 W Oz L v

3 4 T RAPEZ IR L kn;&@ A R\ T2 52 4 C

ﬂﬂmj; OMuowwfwrmwwm%%hx 2k
Zad ol (K1), a5 &R (BHL & 3

F1OMTX YO B

RS MTX PE G | MTX & i B A7

39 | & i 7.5mg | M BHL.E (T 285 | BHLE?E U oo

9| & HiA 7.5mg L Bl MR N

ol ] ] TAmg | BHL, £ FF . 14K H

37| & L) 7.5myg fit!, BHL. # R

59 | A TAmg | R BHLMEGIIA | 8, Ak

66 | L] Thmg | ML BHL. Lo MO L R

51| L 7.5mg MR, Il H2 R liti

64 | B | A FiDEREY] 7.5me . BHL. ik i1

63 | & | AV RIERE| TAmg | R, BHL. M. 4K I, BHL

37 | | A RIZLF ] T.5me WA 3

— 308 —



T0)4/46 1511 (8.7%), HR 2/28 4] (7.1%), 12 )& 4/22 {5
(18.2%), FAHE 0/1261 (0%), RAEY > 38 1/84)
(12.5%), A 2/6451(33.3%), & 1/1(100%), MxEEEEE
1/1(100%) TH B 2 i L 7= (Bl 056 13 E
BLTHE) MIXBAERThHoTLIEF DS H
MTX % A TG LIERIR76], A7 A FIZ
R UTHER LEMIZIFThH T, E72F5)
HEHERT L E TOMBIINRAGEZE2 » A0 D
12 7 AFLE THZENC BT 2 MTX 02 I I
16  H7225 80 » A (fkfget ) TH -7z,

@ AZP

1561 5 AT & 2D EIVER O 38 Bl % 78 7= iE B 13 3 51
(20%) THEM 1, k20 TH-7=. BHEHON
ARE L CIIE R 1, HAERAER 16, B 1
BITH- 7. EREPHEIIME— 200mg/ H OmHEA
B SNTIERITH -T2, 5% 3EM%ZIC
BB TR ERIBE & K72 L, G-CSF K OVAI A~
7 b T AOPIFEEIRE A E L. {OEFILAZP
DWW D VNFEH IETTHR0NRBIVEH OdE %38
O,

AEEIZEE L CIZEWER® 2 WA i L v
3 HUWIZHIRZAF IE Sz 6B Z# RN 296 C
Al L7z, AT Olias R 28 (S BE & s L TIERN
34511 (33.3%) TH 2z (XHR, fifi, B T - 72 (3K 2).
AZP #5560 O A IME 2 sl 3 5 F TOBIRILF
BHLT2rARETH-T.

(EIRR]

@O MTX A 2hfl

CRERB 1)

395D L. 6 ERTICHRIRZE CHRIE L £ DESIZEE
ICBHL g ST\ iz, ZTOHREEY >/ Eid
ARRCHE ERMRASFES R S L3 A =
ADBWIZE S T2BZ DB b ER S LFBEMM &
pol. AT uA Rl 7- MTX HA| 7.5mg/ i

22 AZPH I

SEfR|HERI|  AZP B 5¥:  |AZP AR e BB HEE
46 | &t | A7 a4 Pz k&Y | 50mg R, Fifi. BZRG 4]
37 | B | A7 04 Flcb#EE| 50mg iR, Afi. RZRg. & IR, BR
32 | & | A7nA FicEREE| 50mg fifi fii

— 309 =

Pl R= AT DAY hLXh— N THFFATY o OF

TIHREBRMG L2 253 » AR LRAED /3
DO/ O'BHL O /(B 1) 2o 7-. 12 7 AT
—HMTXZH L L CRIBZEHTWDHINRBEDE Z
AEHLHENTNDY

CRE 1 2)

59k otk SAERNIC BHL AR S AURAAT. B2 FAGHED
O TH LR FEA R S v aA F—
VADBWHNCE T, PUEIRIRHR R SR Shizig
/S PERIFEE DL T WA AT a A RO
MNINEETd >7=. FD7=MTXHiH| 7.5mg/ ¥ % B
R LTZ & 254 » AR Z A0 DR OFEEi O/ K&
O O RO B ITSEL R~ L TE. X
21 MTX $ 571 & B 5-BitR9 » HZOFE L O
DEETHD. 23 » HTC—HMTX ZH 1L L TR
HHTND.

MTX SEHI1 39 X4

administration

MTX SEFI2 SomE&tE

Before administration
of MTX

(347)



2008 ~ 2010 4EFEO F AANENTR BB 2 i A a2

MTX SEfI3 51 B1d

Before administration of AZP after administration

Before administration
of MTX

(EL13) AZP fEHI2 46 ETE
51k HPE. 204 mil S TREE THRAE LI 0 B2 Tk

FiOERTH L3 F— ADMEBENE SN
7o BRI U TIOBARRTNIC Y HFIZ E AT A
FORNREZ L TWHIRH 5. EO%RME DR
DA RO YRR Ele o7, Bl LT A~ %
IV ARYL N EEDOITZ T2 D MTX HA 7.5mg/ 18 % B4R
L7z 254 7 AR Z A X 0% & o SAERD
K&, L My Eb ORI ONEEE DT PP I s G
B3 138 G L #2520 » AR R TOL o M

YTHDH. MTXIE33 » HHARL T—HHIE LT
WEAHTND Y

@ AZP A 20

CER 1) B EORIWER R WARZ Ik Uiz, LA I
32ttt 3AERNICEZ TS ORE A2 ER S h BRRZEICK LCLARICERIA T oA K =/ UL 2K
fHR5E TR 2 52 DAL TW TN B A2 3~ 7272 1% (125mg/day) Z fitifT L T\ 5. AZP50mg/day % B
2AERNS BRI E o7, D BAT oA R&EBHh MG L7z & ZAMBFHRZIZITE DY) 720 O OWNARER
L CHiSF OREEIISEE RO, AT oA R W% X0 B O REEENED KB A E K5I
ST E L RO D AT a A, RORARIIEF AZP#EH R &G4 » HL OB ETIFEH O KL Dk
B AZP S0mg/ HEZ AT A RIZEFEHLE. 14 ENDND. BES AZP OWNARITMS L T 0 &
A%D L b5 TIEBEIZ MR ORER X dcEEm & BIXIZIEHEEL TS
iz, AT AZP GBS » H 1% O CT Tl CIER13)

Jili 8 O/ NRLIKE LGB A FR D TV DL BIfED AZP 345 e, 6 RIS CTBHL 2 e S iviz. &
Tk L CTRBY, BELTWAHIZOAT oA RE DG IFRFIRIE R IZ OIS 0 AT va A RiR#E %2
HLTND. RSB S Tz, AT o A REE B <07
GIEH 2) DEBEOWEDH Y, MTX % KA T a1 N2 B
46 % ek, 204 ATIC AR IR 2 C R JE L TBLB T B LI REREE A B L 7= 7=k L=, AZP
NaAf F—=v R eI, £O%SERNIC—E 50mg/day (ZHRE MG A ZER L& 252 » A%
2T a4 FNIRZBIGE LI=28, RiF, AR, i e IZRBOUGEEROIED -, X612 AZP 51T & £

(348) - 310 -



AZP FEfI3 37

Before administration after
of AZP administration

5.3 » A% ORTEERE L OEHOBEETHFR L K
BREEL TV, BIEDAZP Ik TR T 1
A4 FOHEZ AL TND.

(£ =]

ZEMIZE L OImER E BICEHWEFRD. FF
W MTX A U 7= 55 B 38 W THREAR AL ELE 72
VER RO TIEBNT 2 0y o 1. ATHSRERE B2 &
LCE Mo TR, Ik TR L Tl &
FIC MR A CROB A2 2 T IR 2RI TE S
EEZxbIZ. AZPIZB L TiEME—200mg/ H D15
AEEZHRE LTERICBS W TSI X 258
I ERIBVME &2 & 72 L G-CSF K OV 3R % 4 2
L7z, ZHUUADERIX50mg/ B & % % 100mg/
H % 85 ST 0 SR T L AHE IR 2 58 8O T SE )
B, WEDHDWVIFFIETRRL TS, H
2L Somg/ H THM AR TE TRY, K
5B LA A7 S Dl L CAEICEE Lk
B HERT VTR Z 2R TE 2 b0 L Bb
na.

P af R— RZHT 5 MTX DFHPEIZ DN
TIZR P Baughman L H i S TH Y 2K T
66% DA HMEE R L, MEasBliC A T HAiHAL T
47%, KEHRETIT% WAL RLIZE &
nTna?2, AZPICE L CidEBHoY v a L F—
ZIEFI PN L TAT A RIZAZPEOFH L7
& ZARBNREERAER, MRy~ 7y, PRERE
B, MEELFIRICUEEZRD AT 21 NEE

=311 =

PAaf F=L AT HAY PLE =T VFATY o OF A

WCHENE STzt OHEY R, GHERAT A FRFE
ghliphotzthias F—= A 106Cx L TAhE
AT a4 RIZAZPZOFH Lic & Z A 261 L
kA TR R ONES RE L B 7R i A iR D 2 Bl
EHRetE L AT n A RREDRERD L OR
EORHD.

Lo [EF & DIFZETIEIMTX T19.2%, AZP T33.3%
DIEFNZAEZIENR H Y L3 A F— 3 A H A
FNTHRERNR DD Z L EmEni. FHEDID
TIEFNC B W CTHIMER SOOI THY, 4
BHLEZORICEL TUEIMANLETH S H. MTX
WBW TSRO MG I LIRS0
TR Z T EEOFE NN EER Z &b — Kb L
npwn, Yo f R—=v AL WS RBOEE FAK
FENHY 5D ENAPMEOFMEZEEL < LTV
D . AlEER 2 3K IRERR 2 Sk L C S & AR L
TH LM E LTRERIO B & A0 & LIS, B
ZATBNEEIRE N L E LR VWETHLELAT A
R & E T E TES 2 A2 & T A DRI L -
EEWSTTHA Y. E-MTX TIFEZE 106D
IHLMTX ZHAITRE LIEFARTHITH Y, JE
Bz k> TR AT A RO TROVEAITOM A
BIRFLE LTHEZ BNz, AZPIZEE L TIEAZHI3
B4 T 50mg/ H O LLEIKHETOHEHTH D,
& BB L TES R AUEE L T
HIFENBIER OB AT HEE L TWd & Bbh
5. Flo, AZPAHEI3ZEID S B2 HIITEEIC MTX
BN MTXN B LR VIEAICK N TH
AZPINZENT D AR 8 5.

(#& ]

Pad F—v 2T 2 0EmHAOR S T
MTX (L 10/52 5, AZPI%3/9 6 CTH %~ Uil 3
KB g F— RTx L TR T DR H 5
T EERLE. MEAIIHRICEE LR BT
AUT A FERRICBW BRI TE 5 L A
s, ok H RIERICAAEREOONIAH
AU ETHAH 9.

B

[&%£3THk]
D A Frad R ROBEH A KT

(349)



2008 ~ 2010 1L O FE AR TR 4 5 3 A5

A MY 27:459-471,2008

2) R P Baughman,Lower EE: A clinical approach to
the use of methotrexate for sarcoidosis. Thorax
54:742-746,1999

3) ] Muller-Querhnheim, et al Treatment of chronic
sarcoidosis with an azathioprine/predonisolone
regimen Eur Respir J 14:1117-1122,1999

(350)

-312 -

4) Stephen J Lewis,et al Efficacy of Azatioprine as
Second-line Treatment in Pulmonary Sacroidosis
SARCOIDOSIS VASCULITS AND DIFFUSE LUNG
DISEASE 16:87-92,1999

5y MR, g s A Y b L — | L
BENED T T3 F—3 202
H #2248 30:9-13,2010



(822 £ &)

PILa A N — 3 ZIREIRIZ IS T B Propionibacterium acnes
OR M & AR DM et

MAEI T NHE R WG B ke R B
B EHECE AR & R S RER R BRE
Ky HE! A Rt T E

[BY] YL aA = 2 HEV BN RO RGN FIEEEL Ch 5. —J, Propionibacterium
acnesi NUE T, FFEROE R PCR, ISH R & TR A O B IR A5 ilEsd T & 72t -

HIETH D, FoxILP acnes FEE 7 7 v —F LHFUK(PABHUA) & S0y, g k& Lizvn
:lff ]“—‘\/7\1’&133@"" BT AARFEORHEE LRI OV TRET L, PABHUIRGIE YLD

ISR - FEWrO AL BE L C a2 17 - 72

[Hik] HIE & S S Q3601), #Eha Y > 35 @0l 2 ETREINIR AN A, ERHE &
LTFAEY 3 E (3350 K8 3 51) - (6 5] s (645« Lo (641 10 (7)) DR 144 K iR 4 vy,

STBERRIR (G188 1) & 61T, R~ ) VMIENRT 7 ¢ LU T IO TR B A TR L 72,

(58] e A NP PAB LIRSS N GR 0 B AEBIE, M 1761 (74%), HERE Y 7316 35 4]
(88%), FTE U 2/ \Ei 29151 (88%), FERE 19 4] (83%), M5 4 (83%) FHER 6 151 (100%), 05 1(83%),
i TH1(100%) TH - 7=, FWEBLIMNT, WiTi, HRERBONEN~ 7 o 7 7 — 22
DN 12451 (52%), *TERKA TITEMEZ 12 61 (24%) (238 B, &UE FERNIZ & HIERIKO 7
151(30%), KIHBHIATIZSHI(16%) THTENRD Hiviz. U o SEHIClE,  YHEM IR 05 5 8 fE ik
218181 (25%), %HTRIR B TIL 4B (%) ICBMER RO - U v 3N O HW/MRIZ Y ERR (K0 39

11 (53%) {2 LJ‘H{]&‘M((J)SW (7%) DIYEZ B T=. L LIRS0 U o 7 SHi LA D idiss Tl
KRR LT E - RO BN o T,

[(Ex] PABFLM\ THHE A RN IS OB R 20k L2 WO s & B2 5. AR DR
LH I EMMD, W nm\l

acnes \ZAERE SN HMIE LV L SHI TRIIIC B W T H IR N HBME & T
TO P acnes DFHRBERAVRIE ST,

R AR AR

HIRPEE Y o & — B R

COOVE AMERIRIC P S AT EE BFTE A

- 313 -

(355)



2008 ~ 2010 HE OV E ANVEIE T 2 i 1562

(356)

Frequency and localization of Propionibacterium acnes in
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[Background|The causes of sarcoidosis are not known. Propionibacterium acnes is so far the only
microorganism found in sarcoid lesions by bacterial culture, quantitative PCR, and in sifu hybridization
studies. To estimate pathogenic roles of this indigenous bacterium, histologic examination was done for
sarcoid lesions with novel P. acnes-specific antibody (PAB antibody) that react with cell-membrane-bound
lipoteichoic acid, respectively.

[Material and methods] We examined formalin-fixed and paraffin-embedded biopsy and surgical samples
from affected organs (23 samples of lung, 73 of lymph node, 24 of skin, 6 of spleen, 7 of central nervous
tissue, 6 of heart, and 7 of skeletal muscle) of 144 patients with sarcoidosis, together with corresponding
control samples from 188 patients with diseases other than sarcoidosis.

|Results| By immunohistochemistry, small round bodies were found in sarcotd granulomas by PAB antibody
in 17(74%) samples from lung, 64(88%) from lymph nodes, 19(83%) from skin, 5(83%) from spleen,
6(100%) from central nervous tissue, 5(83%) from heart, and 7(100%) from skeletal muscle. Alveolar
macrophage with many PAB-positive small-round bodies was abundant in 12 (53%) of sarcoid lung samples
and scattered in 12 (24%) of control lung samples. Respiratory epithelium with a few large round bodies
detected by PAB antibody was scattered in 7 (30%) of sarcoid lung samples and in 5 (16%) of control lung
samples. In 18 (25%) of sarcoid lymph nodes, macrophages with many PAB-positive small-round bodies
were clustered in lymphatic parenchyma coexisting with sarcoid granulomas although such macrophages
were also detected in 4 (5%) of control lymph nodes. Macrophages with variable-sized bodies detected by
both PAB antibody were found in 39 (53%) of sarcoid lymph nodes and 5 (7%) of control lymph nodes.
None of reactivity was found by PAB antibody in all control samples from skin, spleen, central nervous
tissue, heart, and skeletal muscle.

|Discussion] These results suggest that sarcoid granulomas may be formed by immune response against
this indigenous bacterium. Detection of P acnes in some control samples may suggest latent infection in the

lungs and lymph nodes.
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