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Abstract

A new classification criteria for Sjogren’s syndrome (SS) was recently released from the Sjogren’s International
Collaborative Clinical Alliance (SICCA), and it was approved by American College of Rheumatology (ACR).
Whereas criteria from American-European Consensus Group (AECG) involved subjective symptoms for the
criterion, the new classification was based solely on objective clinical tests. Among them, labial salivary gland biopsy
(LSGB) is utmost important for the SS diagnosis. At the time point of April 2010, we have positively introduced
LSGB to diagnose SS among patients who visited our clinic with chief complaint of dry mouth. We retrospectively
examined the diagnostic rate of SS between patients from April 2007 to March 2010 (group I) and those from April
2010 to September 2011 (group II). Both of the patients’ groups were age and sex matched, and the former consisted
of 233 patients and 122 in the latter. The patients were diagnosed according to the Revised Japanese Criteria for SS
(1999). The positive rate of diagnosis in LSGB was 54.8% in the former group, and 68.0% in the latter, respectively.
The diagnostic performance of SS was increased from 8.2% in the former group to 17.9% in the latter, respectively.
We also examined differences of pathological evaluation of LSGB between JPN and ACR criteria. The ACR
criterion distinguishes focal lymphocytic sialadenitis (FLS) from nonspecific or sclerosing chronic sialadenitis (NS/
SCS) in assessing LSGB, and FLS is considered characteristic for SS. We found that several cases of SS associated
with high titer of anti-SS-A antibody displayed pathological specimen which was not typical for SS, i.e., NS/SCS.
From these results, it is considered that differences in the pathological assessment of the LSGB may affect the
diagnostic accuracy of SS.
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%2 ACR (SICCA) criteria

Proposed classification criteria for SS*

The classification of SS, which applies to individuals with signs/symptoms that may be suggestive of SS,
Will be met in patients who have at least 2 of the following 3 objective features:

1. Positive serum anti-SSA/Ro and /or anti-SSB/La or (positive rheumatoid factor and ANA titer 1:320)

2. Labial salivary gland biopsy exhibiting focal lymphocytic sialadenitis with a focus score 1 focus/4mm?"

3. Keratoconjunctivitis sicca with ocular staining score 3 (assuming that individual is not currently using
daily eye drops for glaucoma and has not had corneal surgery or cosmetic eyelid surgery in the last 5

years)

Prior diagnosis of any of the following conditions would exclude participation in SS studies or therapeutic trials because
of overlapping clinical features or interference with criteria test:

History of head and neck radiation treatment
Hepatitis C infection

Acquired immunodeficiency syndrome
Sarcoidosis

Amyloidosis

Graft versus host disease

TgG4-related disease

* We excluded participants with rheumatoid arthritis, systemic lupus erytematosus, scleroderma, or other
connective tissue disease from these analyses since there were only 87 (6%) such participants.

SS: Sjogren’s syndrome, ANA: antinuclear antibody

1. Using histopathologic definitions and focus score assessment methods as previously described (Arthritis Rheum

63: 2021-2030, 2011)

#: Using ocular staining score as previously described (Am J Ophthalmol 149: 405-415, 2009)

THBLALRRIRAS, U, IRMRAS, ME M S % i
7L, 4HED ) L 2HAMU L2z dd0%SSE
D L7z, HL, BEMORMBKLHY, 4HHEITRT
OB EIT->72iRTIE R, 2HHDAWIZ3HED
AT, 2IHHD LOBERT AR b 286,
DDA ZLT LOITH I SSEBM L7z &b,
RIFFET AN BB KB R B oA % =1, K
ENTWS (52007%, AFEH 20124511 H19H),
LSGB R IZMERIARE

TS O BB o /N IR A G, JPNZRHEZH] - T
H-E 4t AR CEAF N O S0 UL Loy v ki
2R3 % focus & L, 4 mm*dH 72 ) O3 focus
BAEFSE LTHLZ 4B, FARKIZACRIEREICHI - T,
A% & PR & 72138 A PH4 mm® 3 72 0 508 L Lo Y
YRR DY, BECHEELTCHEETLIIOE
focus & L CRBRICFS BB L72o wWInd, FSH
1 Y B2 E Lo $72, Daniels 5% IR,
SS & il & N7z 30FEFNZ DWW THIR Y v /RERIRE 2
focal lymphocytic sialadenitis (FLS) 2MEfrZz b D &
nonspecific ¥ 7213 sclerosing chronic sialadenitis (NS/
SCS) AMEA 72 b D5 THEEF L 720
CEARE -

ME BT A A T A b &, RS E IR >

YFT 5T 4 TR R M L7z F A, PUTe R
B > F 2797 4 Baid, ARATE SRR e R 2
KWL, FH S OWEIHENY, P TeEplRr > » 57
7 7 4 E®time activity curve (TAC) D37 — v &
FEHE (MAX%), PEIER (EX%), mEERISET
LI (T-MAX) Fxmal L, BRieE % 38m L 72,
REHEE

B O RFHICH A 2 4K HH L, Schirmer ik Bk T
5mm/5% LT, oua— XX HIVKE (van
Bijsterveld 2 27) T3P EZBEMHEE L, v —X
NYHNVEBRETD WS, HOLEERBREZ 1TV
FRCHIE L7ze F 72, JERNC X o T IEHE o5
(BUT) di1vy, 6 LT EREEE L7,

MiERE :

W W ZERIM L, PLRo/SS-APuikbatk, 72139t
La/SS BRI DS G, MG L Lz
RETFROBRAR -

2 B DR HE A OB IZ Fioe %, MR D
Ry e e vz, 72, 2BMoOSSH
HOZW RO WAL ZFeMoE & 7z, p<0.05%
HEEDY E LT



122 Moo 55 49 B 2 5

£
R

| & |3

2010F4 A H520114E9 A
W 11248 35m~92m
BiE 264 35m~92%%
ZE 864 39m%~83k

200754A M 5201043 A
¥ 2338 24m~91i%
Bt 474 38m~85i%
% 1868 24m~91i%

201
30
40%
504
601%
704%
801
901X

78 A 46 A

(PN

P=0.0754 (FI&FE),
B tIZZE T :P=0.51 (X2 1R TE)
X1

I#EE DR O B L OB LD, 200744 A2 5 20114 9 H F TIZHWEZ
ra BRE LT L2 B8 %, 200744 A5 20104E3 HETo TEE, SFL ORI
WCIVERAEMZ T OGO 72201045 4 A2 5 20114£9 H FTO D HEIZHIRES L7zo FRE
THHEB OER DA EE RO LD -7 (P=00754). F72, WMEEMOBLIITD y M
EDFGER AR BD R >72 (P=051),

K3 JPNZWAEAED FHMAIH R (2DW T ORATHR O LK

AR B W S v T
FHRRAR AT 7574 —

- . . HEBUT -
B AT A b Vb~ —iRER ROSE JIIIRT=F

I #2007 420 &
3 4R

O #20104E 25
1.5 4F ]

133 (%) 89.3 (%) 82 (%) 9.9 (%) 6.0 (%) 34.8 (%)

22.3 (%) 67.9 (%) 241 (%) 170 (%) 116 (%) 491 (%)

}4  JPNBWIEED KFRA T H IO W ORISR L

HEREIR B e S > F
AR 774 —

548 (%)

o N HEBUT
AT A b V< —RER ROSE

I #2007 2 5
4R

O #2010 425
154E ]

69.7 (%) 737 (%) 435 (%) 929 (%)

680 (%) 658 (%) 66.7 (%) 632 (%) 69.2 (%)

82%, 9.9%, 6.0%, 348%THVH, NHTEZIhLTH

=+
= * 22.3%, 67.9%, 24.1% , 17.0%, 11.6%, 49.1% Tdh -7z,

I8 TFEBOERGAOE A N5 L ZKIIR
Fo WHEH TRETFAIICER (p=0076) B X O}
(p=051) IZEZAD LD o720 TNHOREHDY
B NICLSGB, # A7 A b, MEERY Y F27 57 1,
Schirmer X, T— A X2 A, w0 3FE, BUT %
EORBHRA, MG F M A 7 & KRR A O AT
PR LTALE, [HTIZZEREN133%, 89.3%,

HEATANERRSTRTCOMAT, THOLFITH X
0D ZRMRAEORATRIZ AL TWwiz (£3). —h,
FNZENROMAERBMERIZ, LSGB, #AF A b,
Wk ~»F 257 4, Schirmerill, O — A7
Vv, e, BUT 4 EOIREHRAS, Mk F M
B EDKMMAT, IHETIEENZEN548%, 69.7%,
737%, 435%, 929%, 160%, THYH, DIHTIZEN



2014 4F 12

Y — U VEGERESWIC BT B IR RO 5% 123
+£5 1HE DR TOSSEZOZWIED L
ss NSS
Igﬁ%f%gégﬁ‘% 19/233 (82%) 214/233
Hﬁfgﬁg;ﬁ’% 20/112 (17.9%) 92/112

(P=0.0076 247 )

%6 Focus Score (ZBI9 % JPN #:#E & ACR & &

JPN Lt ACRHEHE
Ry 3L #E Focus Score 100 E 100 E
Focusfll/ 4 mm®
Focus H oM % 50 1 L 50 1 LA |
Focus DALY A TE PR A PR

K=

B o & oo Bz AN WL
S OYLR »H0 L
[ DR HN L

M2 A, BIREANROIFALEZIZ & A ERBDRVLSGBEEAR, A (JLAH x 40) #AEL & IRIiEE 2% 4 T,
AN OFEEZIZ L A LRBD BV, B (A3 x 200) Ti&, ok L7288 (R FEIC0MEE Loy
YOSERIZSED HI Do JPNIEHE T IE & E SN2 25, ACRIEEE TR BALAR 112 NS/SCS & il
sh, BEELEBM SN S, M2 C, DIREHIZA 73547 LT 5 LSGBAEA, C (JAH x 20) 5018 Lo
)V SERR % B B focus # BRSO 5o D (B x 200) T3, WEGMIIIC B LA () JEPR
(Zfocus i, WAWZLFLSOF R EZRLTWwb. ACRIEHE, JPNIEHEL IChEE B s D,

ZN680%, 658, 66.7%, 632%, 69.2%, 14.6% T -
=o LSGB & Schirmer it # R\ 723 X CToOMA T,
THEE DD OEENTH - Tz (F4), THE TEE
MC, JPNZHEIZHID SS L BW Sz BHEOBIWE
RIS AL, BB T82%, BETITI%NTHY (K

5), MiHBIITMATAMICH BEEZ RO,
IUERRAE IR AR TOFSIZOWT, JPN#&HEAS
EAEFHANOS0M L L) VSERIZ AT 5 2
EELTWDDIZHN, ACR e TIN5 (2 B
LTV Y 8BRD focus BSFAET B T AL L S



124 Moo= A9 B 2
K7 SS LB SN EH OIS ROE AR A O JPN 3 & ACR JLHE T O FFAl
P PR T L
HEA) A P51 Ciekds  IBHRAE  miftd LSGB FS NS/sCS®  FLST

1 54 F Rk Rtk SS-A Bt Rk 4 X O
2 63 F R Rt [E4id Rk 1.3 @) X
3 65 F Rk * Ra i Rtk 35 O X
4 68 F (72 * SS-ABYE 41 O X
5 78 F R * Rex R 2 X O
6 72 F R Rk Rex R 17 @) X
7 71 F 75 Rk Rex R 35 @) X
8 67 F [75éa * By R 2 @) X
9 75 F R * SS-A Btk 514 1 X O
10 54 F 753 * SS-A Bt R4 1.2 @) X
11 76 M R4 Rtk Rk 7548 @) X
12 77 F (K3 * etk Rk O X
13 72 F (e ¥ etk Rk 15 O X
14 72 F Rtk ettt SSARE Bt O X
15 77 F 1S Rt Reti: Rk @) X
16 49 F (1S Rk Rt kst X @)
17 72 M 28 Fest [E3ES ks 1.3 O X
18 59 F [72en Fer Rt [71En 2 O X
19 47 F 4 Rk R [71kn 2 X @)
20 76 F 5 Rex Sy 5 35 O X
21 71 F 7468 Rex By 5 15 X @)
22 66 F R 5 By 7548 1 O X
23 74 F R Rexp: By 7268 15 @) X
24 42 F R * SS-A Bt R 25 X O
25 74 F R 7568 By R 2 @) X
26 36 F By Rtk 563 R 2 X O
27 46 F [Z5éa Sy Rexpk: 753 3 @) X
28 67 F 73S R 14 Rtk 7468 3 O X
29 64 F [72kS (B4 Rtk 7468 4 X @)
30 63 F R Mk SS-ABRE B 6 O X

§ : LSGB TNS/SCS A3, T JPN FHE TRy P & 72 2 e B

10 FLSAMEAZ T ACRJE#E, JPNJE#E & b IRk & 72 B e,

* + AR

TWwW5 ($6), 20 A, BldJPN X it T 5 b
W50 LA E o) voRskizE &2 RO L S 15 D,
ACRIEHETIIIMEMIAIE E A LHO SN TR
HWFs b, —F, K2o0C, DI, EEEPHIZ50MH
VD bED) vosskiZiE i, L b EMIL 51
ELTBY, TRICHEHELTY VKR E 2380 5,
L7255 T, JPNZE#EZ & N ACRIEHE & 12k
L b, TNHLOMICHELT, JPNAE#ETES 124
&R L7230B1 D SSTEFNZ DWW THES L7z. KTIC

R &) IR E M AE AR L FLS O 2SR &
LM, ACREMIZUNTIXE L2DI1Z306H 9BITH >
72 L22L, ACRZEMEIZHNTITE 5 W LSGB Y HE
HFEIRAERT R TH > T, MHEMHRAETHWILSS-AdL
AT B3 12 b & 7R LSS & B W & 72 HE B A8 4 IR
bNniz,

z
Yx—7 L VHERRE (SS) XM, MEHEMIC B

2



2014 4F 12

%) YOREREEIC X DAV IR E S, HREZE,

FIPEtz e 2 TS 3 2 IRAR AT R A CRERETH 5
237, [ SR O B Pk & 4 Vo lidas R
EERfy, ) UBEREBERIET S L2 e
GUOHCHRIERETE D L. AFTIISSOBITIC
DWT, 199940 HAREAEL Y = — 7 L VeI
AT WILEE (JPNIERE) ° VBN, 400

HAD ) H 20D L2 ¢SS LB+ 42 L1
HoTWb, ZOWT, [ERD S\ WIZHEIRO Al
FRUZ B30T 2 /NBE PN 3EAE ] R 0> BRI IR 00 3R RIS JE 2%,

L EELBMIREEEZEZ DN TWD,

201240 ACR LY T, Wk % i v ST
W 5 2002 4 @ American-European Consensus Group
(AECG) ##" 05 b, ZEIHT RO ADRIRE R,
MER R, PSR IINE, IROER EH RRERAT /A
nNTwb, ZOX%MHIE, LSGBTFS=10/ i %
H9 2 EETIE, MFEFWREET RS 5 I IREHY B
PEAT I, (KCSHA) CHWHIBDH 0 Y, KA~
TARNTATA % EOAERIT & OB
bNro7zZ LITEELTW2 Y, SICCA DT
1%, ACRZEEHEIZ X 5 SSTHWT DO RKIEI1X96.3%, HFILEE
1383.0% TH-7-& i, AECG I TILIKEE 88.6%,
FERE818% ThH o7k LTwa Y, Tsuboi b 13,
ACRIE#EFELR BRI JPNHLAE AECGE#E, ACRZEHE
TREZE OB CRER BRI B S N7z 694 6] %
RFGAIESE, FFEREEICO W THGE L 7248 8, JPN ki
T796%, 904%, AECG#:#ET786%, 904%, ACR
HHETT75%, 835% ThHho7-WMELTWDL, L7z
Ao T, KITOSSHWE=ROFITIE, JPNAEHED K
BEWEEZLIENTE D,

LSGB 22T JPN J£ ¥ Cfocus score (FS) &, /b
M3 i 00 SEAE T PR O SR ) o ki 2 M35 2 &
%o TWwb, HETIE, SSHEDLNLEEDZN
W2&H 720 20104 4 H 2> 5B ICLSGB 2 B h A
MG 720 BMIWIC TSR A M (LSGB) ZATW iR T
25O 154EM & ZNLETO SEM O LT, R E
WedE % B { Z MO BAE DB EHRD S L T nil
LBb LT (F4), SSHME82%H» H179%~&
MEMEMICHBIC ERA L2 LT, SSEBMICHD
LSGBOWEMICIIER VDL b0 L b b,

ACRK: # @ 3¢ & (256 32 b, Daniels 5 &, 1726
B O U Bt A AR AR 0 v T 61 % L2 it B3 & BR 12 focal
lymphocytic sialadenitis (FLS) % i, 38% 2 non-
specific ¥ 72 (& screlosing chronic sialadenitis (NS/
SCS) L&MW nz ) v NEKEEE RO EME LT
WY 51, SSISBIF B focus &, W 1ML
PHE 721338 R PR ICAAAE L, FIPRORREME & Bz L

V=27 U VIEER DK

2B 5 VSR AR O 3K 125

TY Y SHRBEAFAE L TV DB 2 ESAET, EED
PR R VB ORI 2 v b D & SSICHEBLIY 72 FLS
ELTwW5h, —J7JPNEHE T, B FH PH L 50 18 LA
FoFIRY v kiR EROLI L ELTEY, WE
MO GFHEDH I OWTIZE L LTV, JPN 3
H#TSSEZMEh, LSGBTFS 1L L% 7R L 723041
D SSHEOWIMMIE MG L& 25, ACRAE
RS T AFLSHTAPEM E ZE 2 b AT R 2 2T
BREBNE30% Lre o (7)o —77, PUSS-AH
K72 & N2 ANA BURMI2STEH 1B WIS D B D 5 9%
PRALRE M I FLS AT IR0 9, MRAHEAL 0 MR 52
ASHHNS/SCSOFT L & 2 L 7-5ER b 13% FEEERRD
LNz INSOERNE, MIEFRIATR2 5 H A%k
P DIETED TR BN B AHS, ACRIEHEIZHED & SS
TREVWEBHENTLE)ZLICR S, LT
LSGBOFHIICOWTIIERETL2LENH S L Ebh
720

Daniels 5° 1&, NS/SCS i BUAL# T W, s
WAk D MR D 2L,  JBCHERIR S % O /NI 55 12 A
SN B HMMGE L W —T, SSICHMMTRTH S L IE
FABWELTWS, LaL, BEMBOKAE IZE
AERRD B VIEFI T, EAE PS50 M 2L 1o Bk
)y NERREE RO LB H B, Tz, ML IR
BB ERT, 1FEALERY VKR Z ROV
JEFICH, MEEmA, R, IREHREO 3THH O
SN S SSEBM SN BIEB D H D, TD LD
REEBITIX, U P SERIC X B B OB e L 23 e
Fr, FieBE L7/ NEEIROIREEZ ATV BN D H 5,
COL) B REAT HIERTIE, LSGB_ Lo
AT L OFRIRAS, D7 &3 SS OB Wik 25
BERIZTHOLEDLDNSHIMFORMD D S L E
25

=A
(=] aff

AW L D, SSEEOZW N EIZLSGB A %
GLTWwWaBZENHERIN, 72, BHWHISS-Adt
il % A5 2 SSHEFEFI 4T L b ACRHHED TR
%9 4 FLSICEEME3, NS/SCS O3 BLALKE 7 BT R
EHETLHIEBPGLET LI LN o7, TN DR
Rt SSHEBEOIEMRZWICIE, LSGBOWIELRZ
WS R nwZ LDz bz,

X ik
1. Daniels TE, Criswell LA, Shiboski C, Shiboski S,
Lanfranchi H, Dong Y, Schiedt M, Umehara H, Sugai
S, Challacombe S, Greenspan JS : An early view
of the international Sjogren’s syndrome registry.



Arthritis Rheum 61: 711-714, 20009.

. Heidenreich AM, Zhang S, Hamann S, Larkin G,

McManara NA, Greenspan JS, Daniels TE, For
the Sjogren’s International Collaborative Clinical
Alliance Research Groups: A simplified quantitative
method for assessing kerato-conjunctivitis sicca for
Sjogren’s Syndrome International Registry. Am J
Ophthalmol 149: 405-415, 2009.

. Daniels TE, Cox D, Shiboski CH, Schiedt M, Wu A,

Lanfranchi H, Umehara H, Zhao Y, Challacombe S,
Lam MY, DeSouza Y, Schiedt J, Holm H, Bisio PAM,
Gandolfo MS, Sawaki T, Li M,Zhang W, Varghese-
Jacob B, Ibsen P, Keszler A, Kurose N, Nojima T,
Odell E, Criswell LA, Jordan R, Greenspan JS, and
For the Sjogren’s International Collaborative Clinical
Alliance (SICCA) Research Groups: Associatons
between salivary gland histopathologic diagnoses
and phenotypic features of Sjogren’s Syndrome
(SS) among 1726 registry participants. Arthritis
Rheum 63(7): 2021-2030, 2011.

. Shiboski SC, Shiboski CH, Criswell LA, Baer AN,

Challacombe S, Lanfranchi H, Schiedt M, Umehara H,
Vivino F, Zhao Y, Dong Y, Greenspan D, Heidenreich
AM, Helin P, Kirkham B, Kitagawa K, Larkin G, Li
M, Lietman T, Lindegaard J, McNamara N, Sack K,
Shirlaw P, Sugai S, Vollenweider C, Whitcher J, Wu
A, Zhang S, Zhang W, Greenspan JS, and Daniels
TE, for the Sjogren’s International Collaborative
Clinical Alliance (SICCA) Research Groups: Ameri-
can college of rheumatology classification criteria for
Sjogren’s syndrome: A data-driven, expert consensus
approach in the SICCA cohort. Arthritis Care
Res 64(4): 475-487, 2012.

- BEMRZEE], B O, WIUUEZ, dUE R WS
WHIATIE, FPH—5 @ ¥ 2 — 27 L Ve ET 2wk
e, AR A R R R ST B R BN A E 28 BIE T 1 10 47 2

6.

10.

11.

12.

CTR A EE 2T
WFgeE#E  135-138, 1999.

Fujibayashi T, Sugai S, Miyashita N, Hayashi Y,
Tsubota K: Revised Japanese Criteria for Sjogren
syndrome (1999): availability and validity, Mod
Rheumatol 14: 425-434, 2004.

BEMRFER] Y 2 — 7L VIEBER OB R LR o
Hl . Japanese Journal of Clinical Radiology 59(8):
1044-1055, 2014.

Shizukuishi K, Nagaoka S, Kinno Y, Saito M,
Takahashi N, Kawamoto M, Abe A, Jin L, and Inoue
T: Scoring analysis of salivary gland scintigraphy in
patients with Sjogren’s syndrome. Ann Nucl Med 17:
627-631, 2003.

Sjogren H: Zurhenntnis der keratoconjunctivitis
sicca. Acta Ophtalmol 11(Suppl 2): 1-151, 1933.
Vitali C, Bombardieri S, Jonsson R, Moutsopoulos H,
Alexander E, Carsons S, Daniels T, Fox P, Fox R,
Kassan S, Pillemer S, Talal N, and Weisman M. Clas-
sification criteria for Sjogren’s syndrome: a revised
version of the European criteria proposed by the
American-European Consensus Group. Ann Rheum
Dis 61(6): 554-558, 2002.

Daniels TE, Whitcher JP: Association of patterns of
labial salivary gland inflammation with keratocon-
junctivitis sicca. Analysis of patients with suspected
Sjogern’s syndrome. Arthritis Rheum 37: 869-877,
1994.

Tsuboi H, Hagiwara S, Asashima H, Umehara H,
Kawakami A, Nakamura H, Sano H, Tsubota K,
Ogawa Y, Takamura E, Saito I, Inoue H, Nakamura
S, Moriyama M, Takeuchi T, Tanaka Y, Hirata S,
Mimori T, Matsumoto I, Sumida T: Validation of
different sets of criteria for the diagnosis of Sjogren’s
syndrome in Japanese patients. Mod. Rheumatol 23
(2): 219-225, 2013.




	0119
	0120
	0121
	0122
	0123
	0124
	0125
	0126



