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Exploratory research about intraocular inflammation refractory marker using newly
developed carbohydrate structural analysis; Glycoblottoing
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2 m/z1680, m/z2337, m/z2379, m/z3195

In this study we examined about the specific carbohydrate chains associated with
refractory intraocular inflammations. Glycoblottoing which was newly developed carbohydrate structural
analysis was performed with the serum of 2 groups; 1) Behcet’ s disease patients who were refractory to
infliximab treatment and were positive of anti-infliximab antibody. 2) Behcet’ s disease patients who
were well controlled with infliximab treatment. Four carbohydrate chains; m/z1680, m/z2337, m/z2379,
m/z3195 were detected with significant difference between 2 groups, and all of them were increased in
refractory patients.



B X C—19, F—19., Zz—19 (@)

1. WFIEBHAE 4O 5

PEBIE AT R AV O BhA 2k - BERE I E
MBI o CTEHERASHEETH D | Bl
AT ORFFEIL, B, R BUYE, PR,
ETEEIER 2 EICB T DR EOMY], =1L T
HHIZWr, TRHEE, 1RIERRS O, H3E
2 —77y NOREREIZENR > TN &F
ZHNTWD, UL, ZHE TOREHEMEE
fEfricize ) Py 2 2 (PAMLEN K S A
WHNTE =0, REEIR»D B, BHE/1E
(AT, —EOBEHNRIET D ATREMEN B
ZONRMBEETH o7z, H L BRI bE
ST RN Ch DT I a Ty T 4
VTR, BRI O MR RS S ARAT E
TOLRZ¥FHAUNTRET T, BFHEOKRE
Nel . KEOKK (100 HiR) %2 —FEICfif
WT&2, Lol ATEATWS, BIfE,
IR OBKEZEAMICKER, i c&
B IEE I MAZAELE LRV,

INFETIEAITSE ) BEE TIELET A
R L CEBT OMHNFET S L
BHOMZLTE R, BT 2 REPEHIZS E
HPESE T, A~ ) — AT
A LTz, £, v U AERNE CRE
PRI S & 9 R Tk, BIEE & bIcEET
HREEN A OND Z EEHL M LT,

2. WO EH®

B2 TH LW S oA 2T
T4 TEELEBNT, X—F = v MR
ESE D BEREBHE MG OREHN LS LT
WAHZEERWELT, L Leds, 20
TEPMAZERL TWDLONERHATH S, &
A 1X, 5 &9 BERBHFMEE AV TR
ROBESHMENT 2 6 Z 72\, RIEEE~—H— L
RAOBEHICOWTEKREZTTHHZ L
7.

3. WFFED kL
(1) B3 1.3 O UL

BEFBOT, SEIFEREE (X—F =
v ME. v aA R— A R, HLA-B27
BHELS &9 IR 2 G de) ORIEHEM, KIiE
BRI O MIE 2 INET D, FESIIMER. TR
M, WIREANER IV EHTLZ LT
BENd7dENENEMEEDORIIZ DN
Tt T — 2 INEEZB 29,
@Q)_X—F = MEIZBITAHA 70 v
~ 7 HUARHE

NR—F v METIEA 7 Fr~TIZ
K BIBENEL DEFIZBWTERT D0,
IR EIRGE O BE R A LN D, TRIFIK
PUHEICIEHA v 7 U v~ T HEROBEE RN
IRIBENTEY, 20 & EHEE/LIZOW
T %,
BT A = 2 7 Ak BT

TS5 A7 yF 4 v TIEEREOBRENN
D — BT 4 O FREA O bE 8 A M 7 O L AT 3
HFETHLIEODELNDIMELERTH
e THANAOEROY 7 Ny T &

THasva—RIlLAT—4BITERBZ
729, FRICERIMRE O BE TG ® & O B
THY, UFTOHEBIZOWTHHEBSZ 29,

4. WFFEEk R

A T7VXFUTHAKLLSE I HEEE
U DBFEDOMIFICHONT, #H LV B E
it 7oA a7 a0y T 0o TiEELEBNT
RIS B 2 o7, P, 2k
g— e L TA 70X~ 1BEEAIC
IO BREIEENEL RS Rol-R_R—F =
v MEREOMIEEZ S B,

AT VXU TEHANRKLETHSTZIR
RIEFIEE MRV RS _X—F = v MEFEREFIX
M EITHY, TDHIH 2 HNIA T U X
< TEABICESEIERITA LR L A
Stz (BRI 2, 9 HITIHRA 7Y T~
TEABLSEIRRNH ST (R,
A7)~ THEICONVTHREF L
LA BB 25 BT ST, EY
%19 il 4 I THIA 7 U v~ THURD
LT,

FBE LT L2 D W B B B B AR AT 2 B =
ol T A MMERA T0FEED S 6,
HZNBIClE 53 BESH, MEZhHICid 56 FESH MR
HE, 20955 40 PEEIC OV TR B —
A B FHBERE NS LN, 2 BEFLLER
TlE. m/z1680, m/z2337, m/z2379, m/z3195
D 4 S DFEHIT I T LI A A e 72 25 B
BOLI, WTFNbLEHFIZEZ AL L
WIHRERTH -T2,

BN DB NTZ 4 DOESFITS E D
JERDIIE~— B — L 72 DA[REMEDR B 5,

5. ERRERLE
(WFFefRFE . WFZEsHE R O EERF 22 512
X THR)

CdERSRR ) (FF 18 14)

1. Hase K, Namba K, Saito W, Ohno S,
Ishida S. A case of tuberculous
endophthalmitis successfully treated
with vitrectomy followed by
antituberculous agents.

J Ophthalmic Inflamm Infect. 2015; 5:
14. &FAH. doi:
10. 1186/512348-015-0046-2

2. Hirooka K, Saito W, Namba K, Mizuuchi
K, Iwata D, Hashimoto Y, Ishida S.
Significant role of the choroidal
outer layer during recovery from
choroidal thickening in
Vogt—-Koyanagi—Harada disease
patients treated with systemic
corticosteroids. BMC Ophthalmol.
2015; 15: 181. #iA. doi:

10. 1186/512886-015-0171-3

3. Hirooka K, Saito W, Namba K, Takemoto
Y, Mizuuchi K, Uno T, Tagawa Y,
Hashimoto Y, Ishida S. Relationship




between choroidal blood flow velocity
and choroidal thickness during
systemic corticosteroid therapy for
Vogt—-Koyanagi-Harada

disease. Graefes Arch Clin Exp
Ophthalmol. 2015; 253: 609-617. ArHt
. doi: 10.1007/s00417-014-2927-5
Saito S, Saito W, Saito M, Hashimoto
Y, Mori S, Noda K, Namba K, Ishida S.
Acute zonal occult outer retinopathy
in Japanese patients: Clinical
features, visual function, and
factors affecting visual function.
PLoS One. 2015 ; 10 : e0125133. A&t
doi: 10. 1371/ journal. pone. 0125133
Tagawa Y, Namba K, Ogasawara R, Kanno
H, Ishida S. A case of mature natural
killer—-cell neoplasm manifesting
multiple choroidal lesions - Primary
intraocular NK-cell lymphoma. Case
Rep Ophthalmol. 2015 ; 21 : 380-384. %
AT, doi: 10.1159/000442018

Takase H, Goto H, Mizuki N, Mizuuchi
K, Namba K, Ohguro N, Okada A, Sonoda
K, Tomita M, Keino H, Kezuka T, Kubono
R, Shibuya E, Takahashi H, Yanai R,
Mochizuki M. Development and
validation of new diagnostic criteria
for acute retinal necrosis. Jpn J
Ophthalmol. 2015; 59: 14-20. #&#FA.
doi: 10.1007/s10384-014-0362-0

Namba K, Goto H, Kaburaki T, Kitaichi

N, Mizuki N, Asukata Y, Fujino Y,
Meguro A, Sakamoto S, Shibuya E, Yokoi
K, Ohno S. A major review: current
aspects of ocular Behcet’ s disease in
Japan. Ocul Immunol Inflamm. 2015; 23:
S1-S23. A&FifF. doi:

10. 3109/09273948. 2014. 981547

Dong Z, Iwata D, Kitaichi N, Takeuchi
M, Sato M, Endo N, Iwabuchi K, Ando R,
Fukuhara J, Kinoshita S, Lennikov A,
Kitamura M, Mizuuchi K, Kanda A, Noda
K, Namba K, Yamagishi S, Ohno S, Ishida
S. Amelioration of experimental
autoimmune uveoretinitis by
inhibition of glyceraldehyde
derived—advanced glycation end
product formation. J Leukoc Biol.
2014; 96: 1077-1085. #E@Hif. doi:
10. 1189/ j1b. 3A0513-288RRR
International Team for the Revision of
the International Criteria for
Behcet’ s Disease (ITR-ICBD). Davatchi
F, Assaad-Khalil S, Calamia KT, Crook
JE, Sadeghi-Abdollahi B, Namba K (42
#FHH)et al #634. The Iternational
Criteria for Behcet’ s Disease (ICBD):
a collaborative study of 27 countries
on the sensitivity and specificity of

10.

11.

12.

13.

14.

15.

the new criteria. J Eur Acad Dermatol
Venereol. 2014; 28: 338-347. #&#HiA.
doi: 10.1111/jdv. 12107. Epub 2013 Feb
26

Kaburaki T, Namba K, Sonoda KH, Kezuka
T, Keino H, Fukuhara T, Kamoi K, Nakai
K, Mizuki N, Ohguro N, Ohno S, Kitaichi
N, Keino H, Okada AA, Watanabe T,
Takeda A, Ishibashi T, Yawata K,
Iwahashi C, Mochizuki M, Sugita S,
Goto H, Takamoto M, Nakahara H, Kondo
Y, Shibuya E, Kimura I. Behcet’ s
disease ocular attack score 24:
evaluation of ocular disease activity
before and after initiation of
infliximab. Jpn J Ophthalmol. 2014;
58: 120-130. AFA. doi:

10. 1007/510384-013-0294-0

Lennikov A, Kitaichi N, Noda K,
Mizuuchi K, Ando R, Dong Z, Fukuhara
J, Kinoshita S, Namba K, Ohno S, Ishida
S. Amelioration of endotoxin—induced
uveitis treated with the sea urchin
pigment echinochrome in rats. Mol Vis.
2014; 200 171-177. #&Hif.
http://www. ncbi. nlm. nih. gov/pmc/art
icles/PMC3919668/

Takeuchi M, Kezuka T, Sugita S, Keino
H, Namba K, Kaburaki T, Maruyama K,
Nakai K, Hijioka K, Shibuya E, Komae
K, Hori J, Ohguro N, Sonoda KH, Mizuki
N, Okada AA, Ishibashi T, Goto H,
Mochizuki M. Evaluation of the
long—term efficacy and safety of
infliximab treatment for uveitis in
Behcet’ s disease: a multicenter study.
Ophthalmology. 2014; 121: 1877-1884.
. doi:

10. 1016/ j. ophtha. 2014. 04. 042
Iwahashi -Shima C, Azumi A, Ohguro N,
Okada A. A, Kaburaki T, Goto H, Sonoda
K, Namba K, Mizuki N, Mochizuki M.
Acute retinal necrosis: factors
associated with anatomic and visual
outcomes. Jpn J Ophthalmol. 2013; 57:
98-103. AFifA. doi:

10. 1007/510384-012-0211~y

Jin XH, Namba K, Saito W, Iwata D,
Ishida S. Bacterial endophthalmitis
caused by an intraocular cilium in a
patient under treatment with
infliximab. J Ophthalmic Inflamm and
Infect. 2013; 3:50. &FHA. doi:

10. 1186/1869-5760-3-50

Kase S, Namba K, Kitaichi N, Iwata D,
Ohno S, Ishida S. Clinical features of
human T lymphotropic virus type-1
associated uveitis in Hokkaido,
Japan. Jpn J Ophthalmol. 2013; 57:




1

1

18.

1

6.

7.

(

379-384. AFt doi:

10. 1007/510384-013-0244~x

Lee YJ, Horie Y, Wallace GR, Choi YS,
Park JA, Song R, Kang YM, Kang SW, Baek
HJ, Kitaichi N, Meguro A, Mizuki N,
Namba K, Ishida S, Kim J, Niemczek E,
Lee EY, Song YW, Ohno S, Lee EB.
Genome-wide association study
identifies GIMAP as a novel
susceptibility locus for Behcet’s
disease. Ann Rheum Dis. 2013; 72:
1510-1516. AFA.  doi:

10. 1136/annrheumdis—2011-200288
Mizuuchi K, Kitaichi N, Namba K, Horie
Y, Ishida S, Ohno S. Trabecular
meshwork depigmentation in
Vogt—-Koyanagi—Harada disease. Jpn J
Ophthalmol. 2013; 57: 245-251. B
. doi: 10.1007/s10384-012-0229-1
Takemoto Y, Namba K, Mizuuchi K, Ohno
S, Ishida S. Two cases of subfoveal
choroidal neovascularization with
tubulointerstitial nephritis and
uveitis (TINU) syndrome. Eur J
Ophthalmol. 2013; 23: 255-257. A&t
A. doi: 10.5301/ejo. 5000240

FRFER] GF271H)
Kase S, Namba K, Mizuuchi K, Iwata
D,Kitaichi N, Ohno S, Ishida S.
Clinicopathological study on
epiretinal membrane of ocular
sarcoidosis. AAO (American Academy of
Ophthalmology) 2015. 2015/11/14-17.

Sands Expo (Las Vegas, USA)
Kase S, Namba K, Iwata D, Mizuuchi K,
Ishida S. Diagnostic efficacy of cell

block  method for  vitreoretinal
lymphoma. 13th T0IS (International
Ocular Inflammation Society),

2015/9/25-27, Hilton San Francisco
Union Square (San Francisco, USA)
Namba K. Choroidal
circulation. Symposium: Imaging in
Behcet’ s disease. Uveitis Workshop
2015, 2015/5/15, Radisson Blu Hotel
(Cebu, Philippines)

Namba K. Biologics for
associated with Behcet’ s disease in
Japan. Retina  Symposium. Taiwan
Academy of Ophthalmology 2015 Spring
Scientific Congress. 2015/3/22. NTUH
International Convention
Center (Taipei, Taiwan)

Namba K. The appearance of antibodies
to infliximab in the course of
infliximab administration in
Behcet’ s disease. 9th Japan—Korea
International Symposium in

uveitis

8.

10.

11.

12.

Ophthalmology. 2014/12/1.
Univercity (Sapporo Japan)
Horie Y, Meguro A, Ohta T, Lee EB, Namba
K, Mizuki N, Ishida S, Ohno S, Kitaichi
N. HLA-B*51 carrier is susceptible to
Behcet’ s disease and its ocular
lesions in East Asian population. 16th
International Conference on Behcet’ s

Hokkaido

disease. 2014/9/18-20. Cite
Internationale Universitaire de
Paris (Paris France)

Kitaichi N, Lennikov A, Noda K,

Mizuuchi K, Namba K, Ohno S, Ishida S.
Amelioration of endotoxin—induced
uveitis treated with the sea urchin
pigment 16th
International Conference on Behcet’ s
disease. 2014/9/18-20. Cite
Internationale Universitaire de
Paris (Paris France)

Namba K, Mizuuchi K, Takemoto Y, Tagawa
Y, Uno T, Fukuhara T, Ohno S, Kitaichi

echinochrome.

N, Ishida S. The appearance of
antibodies to infliximab in the course
of infliximab administration 1in

Behcet’ s disease. 16th International
Conference on Behcet’ s disease.
2014/9/18-20. Cite Internationale
Universitaire de Paris(Paris France)
Kaburaki T, Namba K, Sonoda K, Kezuka
T, Keino H. Reasons of the application
of infliximab therapy to the patients
with ocular behcet’ s disease. World
Ophtalmology Congress 2014 Tokyo
2014/4/2-4. W R E B 7 + — 7 &
(Tokyo, Japan)

Mizuuchi K, Namba K, Takemoto Y, Ohno
S, Ishida S. Correlation between
ocular inflammatory attacks and serum
trough level of infliximab or serum
concentration of cytokines in the
clinical course of behcet’ s disease
patients with infliximab treatment.
World Ophtalmology Congress 2014 Tokyo.
2014/4/2-4. W R E B 7 + — 7 &
(Tokyo, Japan)

Kaburaki T, Namba K, Sonoda S, Kezuka
T, Keino H, Fukuhara T, Kamoi K, Nakai,
K, Mizuki N, Ohguro N. Evaluation of
ocular disease activities using
Behcet’ s disease ocular attack score
24 before and after infliximab. 12th
International Ocular Inflammation
Society (TOTS) Congress/ 2nd
International Assembly of Ocular
Inflammation Societies/ 27th Spanish
Uveitis Study Grouop Meeting.
2014/2/27-3/1. Valencia Conference
Center (Valencia, Spain)
Namba K. Recent advances

in the



13.

14.

15.

16.

17.

18.

19.

20.

etiopathogenesis and management of
ocular Behcet’s disease Novel
scoring system of ocular lesions in
Behcet’ s disease. World Ophthalmology
Congress 2014. 2014/4/3. HRIEEE 7 #
— 7 A GOEAr, TRHEX)

Namba K. Paradigm shift in the
treatment of ocular Behcet’ s disease.
12th International Ocular

Inflammation Society (I0IS) Congress/
2nd International Assembly of Ocular
Inflammation Societies/ 27th Spanish

Uveitis Study Grouop Meeting. 2014/3/1.

Grouop Meeting. 2014/2/27-3/1.
Valencia Conference Center (Valencia,
Spain)
KWN—E., ESE—. TARHR . HIIE
S, FH KA, AHEKE, dbhifhE, K
BEHE, AH & A7) Fr~TH
Al D B3 & & B ITIRFENE & & H-RERUS
MNHEGHINTZ_X—F = v MK, # 68 [A[H
K AAREKIRF 2. 2014/11/13-16.
MWER— T HRTIL R, A
e R, M . FHHE FE BR
W=, BEEF B fB)R S2F. WRE DhA.
Fr Jf B . Ocular Behcet Disease
Research Group of Japan. 1 L V> Behcet
WS E D IER DOIEEE R = 712 X AFHMm
OFBEORTL. 118 [ A AIRF A
s, 2014/4/2-6. RREEE 7 +— 7 A
RS, TAUHX)

Hase K, Namba K, Saito W, Takemoto Y,
Mizuuchi K, Ohno S, Ishida S. A Case of
tuberculous endophthalmitis.
International Workshop on
Granulomatous Uveitis and Ocular
Behcet’s disease and Asia-Pacific
Intraocular Inflammation Study Group.
2013/4/12-14. Han Hsten International
Hotel (Kaohsiung, Taiwan)

FR A BB  FERR ML KN ELL
fEIRE BIIESE, Al & SEHE
K &G DF LT AR IRIETE MR A e
o 1 fl. % 67 I8 HEKREES.
2013/10/31-11/3. /327 ¢ =ik (P43
JIR . BT
IR, MG, EBEEY, BEA
ql, B 1, RS WEDE, T
B KRB, REMIT. X"—=F = b
WIRFIEA T 24 I2LBA 7D F
~ 7 IRREIE ORBIEEEOFEAm.
67 Iml ERRAREIF4. 2013/10/31-11/3
XU T AR (PRARNBR RRIE )
ARG TR M. A RS TS R R
R —. MHEE, A F. EiEHA
LT L 2 e R E D 1 61 55 67 [F]
BR R AR R %4>, 2013/10/31-11/3. /v
7 ¢ i (RRZR IR BRI )

KN BB — 5B M. SRILSERL.
ML, FEA R, VTARS . EES

21.

22.

23.

24.

25.

26.

217.

6.

. bR, AE % S )RRk
F& U T2 I SR E R S > 2 SE .
%67 [0 EERAREIEZ. 2013/10/31-11/3.
XU T R (R AR BT
B 2%, mis F—. KN —FE. F¥%
Kie, WA G, IR ST TERR ML . A
. IR SR PENRAS IR & & L
72 NK ffm U o o8fEo—fF]. % 31 [ R
JEEF2.  2013/9/14-15. #EHAL
e H—.  (EEE., @)
fE S — IR G, B EE M.
WP ERY, AH % EHERNEEZ
AOFUZIRNEME Y % ED 2 5. 5 31
B IRMESF4S. 2013/9/14-15.  #4
bl 22— (@GR, &)
fEIE ST S vE, REEGE, S ).
BT EARRE  EE - A
LG, JFORVEIRNENE Y o E Ik
T 5 AL RIER DR, 4 31 (8] [RAE
JEESs. 2013/9/14-15. A HA LA
vrox—. (@R, &)
M5 St — 75 M, KIN—E,
demifze, KREFEME, AH % RS
EMLAE 2 A DE LAY X~ TR TRV
EELU/NREHBFEO 1 H. 74— A
2013 KPR, 2013/7/12-14. KPEFESH
5. (CRBOF. KBRH)
KOMIE, HrHBE5A, B sd, [LAFR
T, A —. KEFERM., B B, o
W DA E RS S E O
KAk FE L 2 kN IR T 2
suture—trabeculotomy D EHE. 25 117 [A]
AAIRE 2. 2013/4/4-7. HOREER 7
F—7 5 GRS, TARHEX)
A — AL 28 LR o AR T,
KN —HE, YRiTsE5L, KEFEME, KB
B, FEASH—ES, A H E SE K
BT 2 MR 2T, 5 117 Bl AR
RAEMZ42. 2013/4/4-7. HUREEE 7 + —
75 CGHEHE., TARHEK)
KAN—E, AR, EEit—. FHK
e, KEFER, AH &% X—F = v MNF
REIEREE A 7V XV ~T FTF 7
il A S IA PR L OB, F
117 [B] BARREFE. 2013/4/4-7. HA
EFE 7 +—7 A CERES, TAREX)

WFFERA A

(D) WFFERFEE

Y
eHgiE K% - dbdEE K -
TFgeE &5 : 70333599

BF— (NAMBA KENICHI)
RN

(2) WFFE 53R

e fhzE (KITAICHI NOBUYOSHI)
JbEERE KT - FEREEER ST X
— - Hz

FgeE &5« 40431366



TEAF  fi—ER (NISHIMURA SHINICHIRO)
eHgiE KT - oA R e R (i 9ERe) -
%

TFgeE &5 - 00183898

KEF FREE (AMANO MAHO)

JeMEE K5 - e Em A se R (BF2E
BE) - FHTBhE

IEEE S 80365808

(3) I HEMF 2T
L



