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Studies on Scoring Methods of Drug Efficacy and Genetic Factors
Associated with Inter-patient Variability of Clinical Response in
Patients with Rheumatoid Arthritis

PRk 28 FFEGm X R EEHE fitiE HE F (Funahashi, Keiko)

R HE AT m®&

FE UV v ~F (RA) ZETHOBREHMBKENEL 28 CREKRF D
LR THDL, BARIZIEH 70 T AOBRERHFAEL, KZDOHC
RBERETH D, WERDIBRITIRIER & R EMG LN S
WL FEIE R o fE B A HE T 12 D 4L T 2003 A A Mk HESE IR T
(TNF)a 2 E8m + & T 24 WFR A (Bio) Enkix & Eliah
RA ODIEHEE#HZKRELAEAETEIYE VD, TO—FT, 4 ¥ —n
A X% (IL) -6 ZEM 4 1 &9 % Bio @ F%hFF Al 12 13 € 5k o £ 1Y
N A VL 23 @ S T E R W AT REME R, TEORTE R A & Bl Bio 1Z XF T
LBE OWBFEATHAFE OERDNBE O FEBA DA ICEE R Y
BrRowegEdER s oK EIHEIE L TWD, £/, Bio
TR KR THLIEO, —RBLXOCZRES O T & &R B
Thd, HEHIT., 2 b0 Bio lCBEKRT 55 M8EE R <
TE AT o T2,

I. I1L-6 RRBRAEEORYDFMEOKRE Y

ek HTHL RA B W R B % o il IR BBk 1 % R BE B) M o FF Al

EICIZBEMN RA 22 2342 "8 L 7= Disease Activity Score 28 (DAS28)



DIEHEWICHERH I TR, 20 FEE RAETE OFM %2 €
7z 28 it o BT oK B Ei S (TIC) . MEARBI&E % (SCJ). B F
O M FEAM OB 7 F w7 RE(VAS)FEA (100 mm 2 7 — b)) . RIE
DNRAF~——ThHsHCIGHEEHB(CRPE (-3 Mmik) o X
a7 zaE LTI 2, 2 oG EIEIERO K EBEMMER RA K
(DMARD)?» & Hi TNFa fEH % £ > Bio IC 1@ U 2 2 i ik T &
>, L2»L., BARTHEINZE MMEH IL-6 ZBFKEKAEKETH 5
N U X7 OEBFMICBNTIE, TN APt IL-6 EAHIC X
D> Bio KD bIXTDZ2NICWMODICRIE~Y—T—MAllch D7D &
fREIE P\ KM I TREPBEESTZ, 22T, HEH IR
JEAA 77U —=%be (LT, 4kt) Thryr U XA=T7nKkhEIhi 22

90
Bl o> RA B FH
80 EDAS?2S
D K 7 B AL & = 70 CDAI
DAS28 & k@ g§ °°
S 50
B FE Al 1T K GE 2 4
£
v~ —h — A e 30
20
il 2 i L 7 1o
VW RE Al 5 ¥ T o—l
1 3 6 12 18 24 30 36
®» % Clinical Period (months)
Disease Figure 1 Differences in the percentages of patients whose disease activities were considered as

remission with DAS28 and CDAI in patients receiving tocilizumab
The black and gray bars represent assessment with DAS28 and CDAI respectively. The

Activity

remizsion rate assessed with CDAIT was about half of that with DAS28 throughout study period.
DAS28 scores were calculated using ESR.
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Table  Twelve SNPs that may be associated with secondary failure of etanercept treatment (p<5X107)

CHR SNP Al |AZ| F_LA F_U P OR Gene Gene feature

1| 7 |rsB34811 | G | A |0.4074| 01154 1.05%10°° 5271

2 | 16 |rs10521044 A | G |0.2115| 002778 410%10°° 9.39

3| 1 |rs109827139 C | T | 0.463 | 0.1648 5.35X10°° 4.368

4| 3 |rs4552347| A | C |0.3704| 0.1099 7.45X10°° 47685 WDR49  |proteinbinding

5| 5 |rs2279515) G | A |0.3333| 0.09341 1.32X10° 4.853 S5TK10 sering/ threonine protein kinase 10

6| 12 |rs4931337| G | A |D.1346| 0467 1.50%10°3 0.1775

7| 17 |rs2072255| T | C |0.3889| 0.1319 2420107 4189 ARHGAFP44 |signal transduction

8| 7 |rs10854517 C | T |0.2963| 0.07778 252%10°7 4992

9| 5 |rs2306963) T | C |0.4074| 0.1434 376X107 3.947 5TK10 sering/ threonine protein kinase 10
10| 5 (rs3111451| G | T |0.2963| 0.08242 4.39%10° 4.688 S5TK10 seringfthrecnine protein kinase 10
11| 2 |rs376BVEBB| G | A |0.1481| 0456 4.46X10° 0.2074 IKZF2 IKAROS familyzincfinger 2

prenyl (decaprenyl) diphosphate

12| 10 |rs11015244 T | C |0.4444| 01758 4611073 3.75 PDS51 _
synthase, subunit 1

Abbreviations: CHR, Chromaosome number; SMP, single nucleotide polymorphism; A1, allele 1; A2, allele2;F_N2, frequency of
the allelel inthe secondary failure (N2} group, F_R: frequency of the allele 1 inthe responder group; OR, odds ratio
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