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Bt TH T2 B E | VIR A L A AKTFIRBIZ L THED DD, HDHWEA R
IERE BIICBRIE L 7- F BRI DA R B WRER R FF CEDONE D>, B
RERMREIIBLNTUVARVOREIRTHD, F2 T, 56, ARV IEEKF ) BER
REBEIZBWTH GAD L&A AVARTFETRLELNE D, Tl AU
EROBHEABKERON, VAT TAvIBRBRNEITIZ L, TORER,
[ AV FEKTF ) BT GAD BB ERER B BE DY, 45 FUUTRIEDHEIL,
BRI 3-6 FELANITA AV AR B U ELR B3, 45 FLLEOFAEIL, 3 HIREE
W EDZENBALINI o7, BAEIZED ARV FEEETE | 5L GAD HuikBBRERE R
RRFICRBWTIR, Db 45 FUTOR AT, ARV O RIHANEELN

A. FFEEEHBY
PERIFORRAE DR F AR, £D
I OWTHIEE, FiL{eGET2Toh
TW3, B oBIcW T, 17, 2R
b, EE RN A A ARTF
WHEICETIRASENLIDZELEIAE
NTEY, LATDO T AR IR FER I
BT 5L BEOPFITHEIT1RIPERF
L, 1B RARE L TRHG T & E
NEENHZELRBRMEINTWD, ZDXH7%
BERIL, WhSERETR O 1R
RIF 12 E LI TERY, BERAICI, 2
RBERBOLOBRIEDHEFZLTH, &
FMEFICHER 25 B CHuR, FRic
$1 GAD (glutamic acid decarboxylase) fiL{&
BRI ZETRHEa TS, It
GAD HifEo#fIEIZbMBEICB VT, BE
IR L7e > TWAZEL B, BREER

ICHILAS TWAH, BPI2BEERA (o
VAV IERIFIRGE) L2 lrE ., BBt
GAD HuiEpssttiahi=ifaic, AY I
et D BE DAL RV ARTFIRBIZ DD
MEIMITOWTIE, (HL GAD HitiE ik
iz DWW TORIECHE DV TH
L) B RN SN TWADBEIRTHS,
ZZT, 4B, 2HBIBERKRELTREL
(A RV IR B D) BERIR B 2B
V551 GAD HLED A 2 AV ARTFD T HIC
BLTOL AT T o772 aT & TV, B
B R TORRK DB TEHRERIGELT
T FERE (LAY RO B EA
BULELROPLEDT) BN, EEX T,

B. W5k
VAT T AL E a— DR R
RCT & controlled trial (non-RCT)&L. 183



@ meta—analysis, ¥ AT ¥T A v7btEa—
LB REU, T— i, [2BBERIA )
#HBERB. THl GAD Huikofi 1% A,
FLTIA RV ARTE (LEE) R & HFF
RLLE, REOHELL T, Medline
(pubmed), Cochrane library, 5 H R HERE
(AA) REZEOASHEL, TGAD (glutamic
acid decarboxylase) antibody and type 2
diabetes | [ GAD antibody and NIDDM
(non-insulin dependent diabetes mellitus)|
[ SPIDDM
dependent

insulin
mellitus) | [ LADA
(latent autoimmune diabetes in adults)]%
key words &L, 1980 £ELARE 2003 4 12 H &%
TRHELE, 2. CEOFAMIZ2 A TH
A T2 2T,

(slowly progressive
diabetes

C. WFEkE R
FECRE L2 LH72 FIR TR O
ATV LAF O 5 faXXAnEHaEh,

Turner R, Stratton I, Horton V, Manley S,
Zimmet P, Mackay IR, Shattock M,
Bottazzo GF, Holman R. UKPDS 25:
autoantibodies to islet—cell cytoplasm and
glutamic acid decarboxylase for prediction
of insulin requirement in type 2 diabetes.
UK Prospective Diabetes Study Group.
Lancet. 1997 Nov 1;350(9087):1288-93.

Niskanen LK, Tuomi T, Karjalainen J,
Groop LC, Uusitupa MI. GAD antibodies in
NIDDM. Ten-year follow-up from the
diagnosis. Diabetes 1995
Dec;18(12):1557-65.

Care.

Littorin B, Sundkvist G, Hagopian W,
Landin—Olsson M, Lernmark A, Ostman ],
Arngvist HJ, Blohme G, Bolinder ],
Eriksson JW, Lithner F, Schersten B,

Wibell L.  Islet cell and glutamic acid
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decarboxylase  antibodies

at
diagnosis of diabetes predict the need for

present

insulin treatment. A cohort study in young
adults whose disease was initially labeled as
type 2 or unclassifiable diabetes. Diabetes
Care. 1999 Mar;22(3):409-12.

Torn C, Landin—Olsson M, Ostman ],
Schersten B, Arnqvist H, Blohme G, Bjork
E, Bolinder J, Eriksson J, Littorin B,
Nystrom L, Sundkvist G, Lernmark A.
Glutamic acid decarboxylase antibodies
(GADA) is the most important factor for
prediction of insulin therapy within 3 years
diabetic
classified as Type 1 diabetes on clinical
grounds. Diabetes Metab Res Rev. 2000
Nov-Dec;16(6):442-47

in young adult patients not

Seissler J, de Sonnaville JJ, Morgenthaler
NG, Steinbrenner  H, Glawe D,
Khoo-Morgenthaler UY, Lan MS, Notkins
AL, Heine R], WA.
Immunological heterogeneity in type |
diabetes: presence of distinct autoantibody

Scherbaum

patterns in patients with acute onset and
slowly progressive disease. Diabetologia.
1998 Aug;41(8):891-7. '

TR, 2 BUEER (b LIS BIREERER
) ELTRIEL , RRR B 3 FLl Eobo
ZE0 Eifi-, flic, "adult diabetes” %%t
HLLT=bOD 2 FRICFELRA, SRIH) 1
RfERB A SRE DA EEELZEREL Tk
L, BITTTIEL 45 FUT TR &
HET 121 49 105 B (9 87%) A3 3-6 F-LA
RIZA R B BEIRIREBIZR 2T DI
*LT. 45 FLUL LTI, &HHT 138 filH
50 i (#7 36%) A3 3-6 FELARIZA LAY /3
VEREIC o7,
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PLED XA FETIE, TR T A
AV IEETF I BRI BE IZH1T 580 GAD
REREDOEREZRITL., (1 RV FK
7 1 IREEOH GAD HUkRBAERE R A B E I
BUWTIE, 45 FLTOBAIL, BIE%KL
B RV A R BB RS
Lk, BIEHR BHINLDA LAY AN
EFELWEHERIETZ, 45 F UL EDFET
BWTIE, 5t GAD HifElA WG diA
AU B BITRDRBPELLRD(F 52%)
fBirizdhaL UKPDS25 oW THtEXh
TWABH, FLEMICLAERICOVTIE,
SHOBRTEBETLEEZLND,

E. #&#

LLEDIDITEFRTIE, MEEITT|Z
&, CHRANIZ T A R IR TF | BE IR IR
MEICRBITAH GAD ikl EDE R AR
AL, REEOMEHEZ T EBIETL
s
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il S e 3R
1) Suzuki R, Shimada A, Maruyama T, Funae O,

Morimoto J, Kodama K, Oikawa Y, Kasuga A,
Matsubara K, Saruta T, Narumi S. T-cell
Function in Anti-GADG65+ Diabetes with Residual
B-cell Function. ] Autoimmun 20(1): 83-90, 2003
2) Maruyama T, Shimada A, Kanatsuka A,
Kasuga A, Takei I, Yokoyama J, Kobayashi
T.MULTI-CENTER PREVENTION TRIAL
OF SLOWLY PROGRESSIVE TYPE 1
DIABETES WITH SMALL DOSE OF
INSULIN (THE TOKYO
STUDY)-PRELIMINARY REPORT-. Ann N
Y Acad Sci 1005: 362-9, 2003

FERER
3) Shimada A, Suzuki R, Maruyama T, Funae O,

Morimoto J, Kodama K, Oikawa Y, Kasuga A,
Matsubara K, Saruta T, Narumi S. T-cell function
in latent autoimmune diabetes in adults. 18th
International Diabetes Congress, Paris, 2003

4) Maruyama T, Shimada A, Kanatsuka A, Kasuga
A, Takei I, Yokoyama J, Kobayashi T.
Multi-center prevention trial of slowly progressive
type 1 diabetes with small dose of insulin (The
Tokyo study)-Sixth report. 18th International
Diabetes Congress, Paris, 2003

5 FLILAKRR, BHEA, FEH, &FE, RIHFR,
BRILE—, /NHRITER. BARAD | BUBERSE A&
BAETTRY(Tokyo study ZHLLMT) 55 46 BIA A
PERNFS. B, 2003

6) /NARETER, FLILCKER, HHIBA, FEH, &
B, RHR. B2 8 510L5 GAD HiL
{KE&+E NIDDM (235115 IDDM ~DE Rl (2 B
T 5 Ak M 3 F B F (Tokyo study)(%E 6 #)
% 46 [ A AR IR F2 . BU. 2003
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BERRIE L FOLSPHEDTENR » FHHICOWTOREA F 7 V—DBREFODT—F~—A{

SEEFRE MBREA  CERBEESERKXFARFRE #60) No.lof2

HEEE . KEBEEERBR CEMRINTORWER EOFEHREICEET S8MALARRT LD,
controversial 232 SUVT, systematic review 21T\, AIEETHIEA ¥t &1TH Z L2 HME L
A4ERE (L [granuleyte-colony stimulating factor % diabetic foot infection IZHZhA? | &5 ARSI xt
LC, MEDLINE, EMBASE,E#$RMELEOHET—F ~— 2 & O THREEITY, BohFBicxL T
RSk 2T 2%, RRET7AMF 7 LI

ARCTs R EN, HFERLEY THSZ &N b Tk % endpoint & & LT meta-analysis #{T>72 &
=%, #E B4 B 72 heterogeneity 11727~ 7-. risk ratio @ pooled estimate i1 0.428 (95%f5 #H[X[H] 0.189
~0.966) L72Y, MIFEHICLEE LR T742bb GCSF A FHEMRBRIENTH I LI
T, FREGIErO Y 27 34 2/6 1T+ 5 Z LR s,

A. WFEEEM

PERIREMRT, FICTHROEE, EREABFOEAFEOCHELZELIHELR . KM TO St. Vincent
Declaration, #*E T Healthy People 2000 & H12, HRBBE TCOTHRUNBERLETEEL T
EABELLTEE. oWk LTRKTIIERFERENBRETHS Z LAFHITBRINS.
ORETHR, REELICIERFEFRENEE SN TIA» o0, TOREMESHEVELR
Motz ThbH. LiLEELRECEVTOMRBRRE~OMLOBEY X, EREREAELL
LOBEBAOEEOERSFRA~DKENKKLEDLARVWI L L E LI, TOREMEMNLIATL VH
MLTWBZLETRTHLOTHS.

ERFEEEREICT THROMAETE S22 BL2VRE0—2OKRERBHL LT, BRAETLON
5. ERFBEOSRYMERS, WHMEOBRLIEERERE, &) DITFPREBEOETIEAONT
W5, T bbihiRiEEsE, &R, superoxide production 72 ¥ DOFEEE L BERM L OBMEA R LS
N T3, Granulocyte-colony stimulating factor (G-CSF)i, HMERs b & B#fin: 5O HMEROHH
FRETHEEORERFTH Y, (LEFEIC L 2 BREREE, BEARECERICER SN TWD.
¥7- G-CSF ITER X HICHE SN FHRBELED D ZLNTINTWVD I e, RTZHFFIR
HIIEETH-oTH, WENEEINATHWAES, FIXITERAO X 97 immunocompromized host
~OHARBE~OICA LR EN TS, £ 2 THIRBEHRE~OBEEIIH L, G-CSF ORFRICOW
T systematic review {179 Z &z L7-.
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B. WA
T 5 A
BERICHER LI-F—#~<—2i%, MEDLINE, EMBASE £ L EFHRHETHS.

fEH L -sEXL,

MEDLINE

HAfH] 1966 to January Week 4 2004

1: granulocyte colony stimulating factor.mp. or exp Granulocyte Colony-Stimulating Factor/
102514 (granulocyte colony stimulating factorZMeshBRUT XA LT —FTHEER)

2: diabetic foot.mp. or exp Diabetic Foot/ 275944

331land2 15

EMBASE

W 1966 to 2004

#1 'granulocyte colony stimulating factor' 18611 {4
#2 ‘diabetic foot’ 3350 4

#3 #1 AND #2 27

[ o s

#1 PR R RE/TH 629 (4

#2 "Recombinant Granulocyte Colony-Stimulating Factor"/TH 82 {4
#3 #1 AND #2 0

R L DIRIR
FRCHHENR A5, granulocyte colony-stimulating factor OEERIF BIHE ISR 5 &2 FFM L
Tt LT @mXrETERLE.

Gough A. Clapperton M. Rolando N. Foster AV. Philpott-Howard J. Edmonds ME. Randomised
placebo-controlled trial of granulocyte-colony stimulating factor in diabetic foot infection.[see
comment]. [Clinical Trial. Journal Article. Randomized Controlled Triall Lancet. 350(9081)-855-9,
1997 Sep 20.

Yonem A. Cakir B. Guler S. Azal O O. Corakei A.
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Effects of granulocyte-colony stimulating factor in the treatment of diabetic foot infection. [Clinical
Trial. Journal Article. Randomized Controlled Triall Diabetes, Obesity & Metabolism. 3(5):332-7,
2001 Oet.

de Lalla F. Pellizzer G. Strazzabosco M. Martini Z. Du Jardin G. Lora L. Fabris P. Benedetti P. Erle
G.

Randomized prospective controlled trial of recombinant granulocyte colony-stimulating factor as
adjunctive therapy for limb-threatening diabetic foot infection. [Clinical Trial. Journal Article.
Randomized Controlled Triall Antimicrobial Agents & Chemotherapy. 45(4):1094-8, 2001 Apr:

Kastenbauer T. Hornlein B. Sokol G. Irsigler K.

Evaluation of granulocyte-colony stimulating factor (Filgrastim) in infected diabetic foot ulcers.
Diabetologia. 46(1):27-30, 2003 Jan.

ETDHIC, ThHEOMRORYUMEETF = v 7 TH5EMTHRT V1 2R L.

Gough D#f%ElE, double-blinded placebo-controlled randomized controlled study T 5. BARE/ARGE
WX A3, B O table £ ¥ intention to treat analysis HiThbh TV A L E XS, FBHFEL 100%
ThsH. Ll 2EHERTHDA, GCSF ICIIBHH D WVITBEOMA L WIBIERYESHY, ERICE
BRI OMTE LW AS LRy,

Yonem et al. ®FFFEIL, EERBwCLIIR2Y, 75 RIMERET LN TERTIZIThbI TV,
BEFE Y 100% Tdh 5. Intention to treat analysis HF§HRD table LV, LEdhTWaEEZ6h5.
Lalla et al. ®#f% t, randomized controlled study Tidd 543, placebo control Tix72 <, FAEMEE
5 X CRATEROE IR REE 2 A B IC SO TV 5. BEFE S 100% TH 5. FERIZ intention to treat
analysis HbiTbhTWA EEZH. thOMEICHSTEMBMAEVOLH-THS.

Kastenbauer et al.®#ff%tiX, placebo-control single (patient)-blinded randomized controlled study
Td %. Intention to treat analysis & per protocol analysis O FA T zBFERIZZEIT AL
intention to treat analysis DA &F LWL - AR N T D, G-CSF #5112 7], Placebo ¥/ 5
121D drop-out 3% D FOEHEETINA TS,

AL FEROICIEBRERE LN L TW\WA L E X L1, metacanalysis iZEHBHI L ETS.
Meta-analysis OFEFHAERIZIX SPSS  12.0J &% T STATA/SE release 8.0 #{#/ L7=.

C. WrfERR
LITFIZ 4 33X D abstract table #7734, = KA »» hid, true endpoint & LT, TFRUIEHFORMIT
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EilLiTE,

i 3 R L ik T FikA b
Amputation
UK: University hospital (diabetic | G-CSF & (n=20): 0(%)
foot clinic 7* & D AFE) placebo & (n=20): 10(%)
Placebo control,
Gough Double blinded
n=40
aged 30-86 years M/F=29/11
Evaluated on the 7th day
Turkey: University hospital? G-CSF # (n=15):13.3(%)
Standard therapy control R (n=15):20.0(%)
n=30
Yonem aged 60.3+1.3 years (G-CSF #f),
61.0+1.4(FR HERE)
Evaluated on the 10th day
Italy: Diabetes center of a hospital | 3weeks follow-up
(973 e AL A< B7) G-CSF & (n=20):5.0(%)
Standard therapy control =R (n=20):25.0(%)
Lalla n=40 9weeks follow-up
aged 56.6+8.6 years (G-CSF #f), | G-CSF ¥ (n=20):15.0(%)
59.8+9.6(FE HERE) EAER  (n=20):45.0(%)
Evaluated 3 and 9 weeks after
Austria: fAHFEBHEB OB L | G-CSF # (n=20):5.0(%)
Vb GRELAH) EAERE  (n=20):5.0(%)
Placebo control
Kastenbauer | Single blinded (patient blinded)

n=37

aged 60.8+11.1 years (G-CSF #f),
58.2+8.1(placebo &)

Evaluated on the 10th day

tRAODDTF—FEHRETHLIZTS.

i 3 Risk ratio

(RR) log(RR) Var(log(RR))
Gough 0.011 -4.44 2.30
Yonem 0.67 -0.40 0.56
Lalla 0.20 -1.59 0.75
Kastenbauer 1 0 1.24
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Meta-analysis

Pooled Est 95% CI Asymptotic No. of
Method (In(RR))  Lower Upper z_val p_value  studies
Fixed -0.849 -1.664 -0.035 -2.043 0.041 4
Random -0.961 -2.094 0.172 -1.663 0.096

Test for heterogeneity: Q= 4.511 on 3 degrees of freedom (p= 0.211)

Heterogeneity I3 B K% 0.1 £ LTHLHEE T4, heterogenity T2\ 2 &2 5. LA~ T fixed
effect model Z{#H$ 5 = & L4 %. pooled estimate of In(RR)IZ-0.849 (95% {S#HXH-1.664~-0.035)
L g otn. Zh % risk ratio (ZZE#7 5 & pooled point estimate (% 0.428 (95%{Z X fd 0.189~0.966)
E72Y, HEKEQOS IZTHHFMCLAERETH .

Gough — =
Yonem —
Lalla
Kastenbauer - B
Combined — <>
—8.9i599 T I 1 2.426r62

In(RR)
D. BEEUR

PERAMERMBEIC LD PRI O R AL O EREH#IIZ CTéh 5 Global LEA study TiX, HERMEETO
TREUIMTRAR A T 5 L, HEMRB L# 520110 FALE, BA4LTI0 BAMELRY, BRFBED
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TR O Y 27 tix, #E: BE=11: 1 126 RO EOERBEBE T TFRUIMBERMENVZ &
DR E NIz (preliminary data). ZHUIFECKTAR L LT PO B LT VW e WO BRLE I G
TWaER, WRFERHEZOLOOBEEREN LZEFBHVARVTHSH. 2O LEKITDMAEIC
LoTHEBRZLETHDN, —F, ERFHELRFEOLEEBRL LOWME LR, Vo ABRKBER
FEABIEL TLEoBHF I ZORRIENZ - TFE L S E 2 5. Granulocyte colony-stiulating factor

(GCSF) 13, T4, HRBERMERICRLSHADER~OIGHBRAONTE . L LE0oF Al
IZOWTHRUIL > TRMAERLS. £ ZT4H5E, GCSF OfFMEIZ SV T systematic review % Zx.
F DFE R % meta-analysis (X > TRTT5Z L L LT,

MEDLINE, EMBASE, EFEHRREEEL VD, BK L AR TREOREFERT —FX—RZEAHL,
GCSF i RFAERRE IR T AIEFCARATH L RFEEITo72. GSCF & HRBERREDOX—T
— FEHAWVWTHRELEZZEFRE% X 52 randomized controlled study TH 2 MIZ L > TEDHWITHITE 4
WYBRHENE. ZD4%R XD H B, 2 D) placebo control T 2 -2itopen trial Téh 5. 2 -2® placebo
control @ 9 % 1 2% double blinded T# 543, 1 9 —-2id patient @ % mask {k L7z single blinded
Tdhd. 4R E LIBBRIIBAF T, intention to treat analysis LTI TEYD, KELR/AL T ALK
BEFICLDIERE~DOEBIIV2VWEEZEZ OGN, LEERoTZ? 47X EHEH L T meta-analysis %
fTofz. ZRFNOFHILD primary endopoint {742 Y, surrogate endpoint 3&Z M ->7243, SEID
metaanalysis Ti, EERAICEHE/R true endpoint & LT, FEUIMrE =Y o nE2EH L.

FORER, 4 FREOFERIZ heterogeneity (X RH X7, risk ratio @ pooled estimate I 0.428 (95%
{EHIXM 0.189~0.966) L7V, MIFHILHEELL-T. T72b b GCSF ZFER) RIGHIZEN
THZELIZEST, THOMOY 223825 12832 Ldibhotz.

PLED X 5z, BRFEEREREICT D GCSF BEHTH S AlietEsi@mvy. 7272 GCSF i1 & i 72 A

ThdhY, BEAIZITKEE randomized controlled study 235EfT X 41, X ¥ A7 evidence 237 &
NERETHDHLEERD.
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SRR A No. 2 of 2

WEES : KEEEERRTEAMESA TWREVER FOFHREICEET SRMAEZMRT S0,
controversial 72 IH|Z-OV T, systematic review 21TV, FIEETHIIEAF M EITI L H#BEME L
AAER (X [Motivational interviewing IXFERFBBEFICENN 2] v o MmBICH LT, MEDLINE,
EMBASE, E#FRMEDET —F _R—2REFAVTREZITV, BontF@ice LTRSS IR EZITo 72
%, WRETITALZZ FLE.

BIREN7- 3 IEZ# A L metaranalysis #1T>7- & Z A, heterogeneity (T8 E T/ < fixed effect
model T® pooled estimate iX, HbAlc T-0.66 & 72 >7-7%, p=0.069 L HEICIZEL o7, 5%
ELICHFERENERM S L, motivational interviewing O FERFIEM (AT LA AEIC—EDRE
NTHHOLTHREND.

A FEEW

TEEDO AR L VO BESITEIEEER (life style related disease) & SV b TW5, AIHFEE
FEVHESE, TNETRAFAHELE LTRIORNRR - RHAHA BET KR THICERZEN
TWEREROFRICMZ, EEFREGET D 2 Lok - TREHE - KRRETHTbb—KTH
MWEHEST S LEWARICLIZLWVAD.

EAE @A L, TRl 4 FEEEERATITS L2 0RUEDA (10,067 A) Zx®Re L, HRFAE
EREL{T-Y. A TiZ HbAle 28 6.1% LA L IXHE, BRFOBEEAZTITITWL LEXATLAE
TEERFmNRM EDNAA] LT5L, BALETCOHEMEI7 40 5ATHY, F7= HbAle 2% 5.6%
LLE 6.1%#0% THIE, ERFOBRRLZT OV RnEEXAE BERFOTREEETE T 2WVAY
L2 LAALETE 80 FALHESNT. BAORAOSH1IE2700F A (Pl 2EEES
FE) LThiE, BERADK 5.8%0 MERFNSMSEDRLDOAl L5, —F, Rl 1FEORE
FETITEALEOERFBRELEII2 1 2 AL RWThbb, ERFEOAEESEVNT407H
ADHH, £13 0% LEREEIZIIZZL TN enI &ilizd.

TOREE LT, ERFESEESELERECH--Y, SHHESET LATHIEERERAHIZL
WZED, BEOGHREBRLIBO TSI LENETLNS. ZRCERBETERRBLZHINIRR
TT CIBMESHEZA L TWAREXLRNRLTVE L HLFREDO—DTHD.
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