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1) K& (BOAYR). 2) FilE. 3) SMEEI—X (—MHhTUETI-—HEED).

4) =E1ER. 5) FRRME (SE 3000 HIEE) NOSHIFLEOREZHAT L TIIES0N,
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(FREEA] BAEREZFRFMREEFIEFIMBBSORE(CIR, BREREEFFDEEHIEMHMEREA, BAZERIEDHE
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BEIVWEDLEE : D—0> a3y TElEEREN 8 (BREA®ET) apusera.workshop@gmail.com
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A AONEREZ © E(TRHLCE DV ZERNER, PK/PD Eim(CED < AFEAED:T. NEaRE-ZSYU>

JEHED

YR EFUVVHRMESNRRWNEEDOMEIRE, ERYaBEONFY - SIRMFHMORARNLBE &R

BT ZFUVET.
Xk : BRI R X Z ROR(CEEIANSIRA > b 2FU HXT —IDELUVHGEFBMD A (FEFEHNRREED)
PHEHIISIKOBEZ BB LF T, RiERXZR RENEFLATERNZHAICTED L 2BIEULET.
D—02 3y ITREREEVNEOREE LAV, TUETI-EULTOSNEEEELFT.. TUETI-SNDBE. &
BREDEEPEESHREDOFIFHTEEDE (E(CKX—IL) (CEMDDFET,

YHDRT>Za1—-)L
<11 B 11 H (L) > XEFBFO—ISIT. EEHAIRRAMBREENSHBRUIAFDS FFLEEDHERDET,

537 SEBIAEM T O — R SZRETHE O — R
12:30~13:00 SIS
13:00~14:00 | #& : [TANADIRRETH & AR EIE |
AT EHCC SBE GREBRbr  EEEIRD
14:00~14:10 ®E) (1K)
14:10~15:40 EE  [MCANAEROEYIENRE] BE (A E hEEERR S OHEHIRIISIK ]
BED  EARAY £E CEMERT>Y— FEIRD | 3860 PEMNE 4 (Mathiokbc EHR)
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15:50~17:20 HE  EYEREES HE | XESHMIES
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18:00~ BRI

BIRIMS : SNEBDORRTROFTT . (FEEDH. HIESBZIRBUET)
<11 /A128 (H) >

iS37] FEBIfEEAT 31— R NHAEHE I —R
9:00~9:20 24t (ERHBIFRAABREBDORIAE D)
9:20~9:30 BEE A
9:30~12:30 SGD : fiEf5l 1 DREBIRRMT (ERER) SGD : ERREESCHA# 1 OHEFIRIISIR
12:30~13:30 BE
13:30~15:50 SGD : fiEfl 2 DREBIREMT (FFRYR) SGD : ERREESCHA#2 OHEFIRIISIR
15:50~16:00 1REE
16:00~16:45 WEH
16:45~17:00 ETIHRIT. BaW

SGD : small group discussion

S8EEN : BTESE 4 ABSTIS [TRRICIT<EICE> THE7=L) Common Disease TR UNGEBIERAT TE
YIBEICHE < IRB!] (UIEFED)
https://www.dropbox.com/s/xefbayeexridkhg/

ET 2 KR [2 R—STIRRS BIBERIART 7)1 (FLLIE)
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W EF) 1

(Bx] s51m. &

(£5F] ®EICOA A LERICH T TERROBEHEH Y, T/ LbmgEnFa2mIF S5, 7=
/N ER—=L100megihE L TfELk, BAAICHEESHR L2720, LAF T2 X L500mgx2/H A
MBER ST,

(ERR2MT ] ERUERDTADA

CRBEE)] ~ v =2 ICiT- 720 Y ICEERRRE. B, ESEEEROMBME, ARRKOZHIE S EE
THMTHEHEERBICH LTI Y vy v Iilia T, TORIIEERFCREYFESTL A GRBL WL
Too ARERES (BHEE) . ARLFEE. ESEREHNRE L 7P BILHTILATEE T O FRE 1L
BhoTc, MARMEEEELH 2D, LOHBTOHRBIFEBRTET, SNEVEIIAEZIRSLSICL
TW?, ABE13HE CABERIERE, CTTRHFEDIBEZ RO RENBREMET. AR1I6BE DK
FICEEZRD 7,

(BAFE) F=mE st

(REE] %Hicz L

(HEE)] KEZABLL BFA—A (KEET—AELHL)

(EEEE] BE: L. 8B e

(BhmR] BK: 164cm. fA&E @ 58kg. BMI : 21.5kg/m?

NA XY A > ME: 126/7T0mmHg. AkIA :© 67bpm. T, {Ki&36.8°C GCS : E4V5M6

(#/F]

7LAYEYEmgiR 15Nl #RE

L NFZ 4% L500mgle 25802 #YBEE  (RHEK YK

(eZE(E]

£ R (Bifsr) REE £ ¥R (BLAT) REE
TP g/dL 6.8 AST U/L 36
T-Bil mg/dL 0.8 ALT U/L 22
ALB g/dL 3.1 LDH TU/L 345
Glu mg/dL 121 ALP IU/L 180
HbA1c(NGSP)% 5.5 y-GTP IU/L 50
T-Chol mg/dL 161 Na mEq/L 136
HDL-C mg/dL 42 Cl mEq/L 101
LDL-C mg/dL 86 K mEq/L 4.2
TG mg/dL 155 WBC /mm3 8450
UA mg/dL 6.0 RBC x104/mms3 380
BUN mg/dL 18 Hb g/dL 12.2
Scr mg/dL 0.7 Ht % 42.0
CK U/L 3101 Plt x104 32

<HE&E1>

L RNF T4 X LALFEFD Problem List &0 Problem &IZ SOAP #{Epk L TL7/2& Wy,
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(https://www.jsnp.org/docs/JSNP—-yakuzai dosing 30.pdf)
BAT7I7SARIE1—TAORELRIR 2R—VTEBIT HIIEEEYERE I 74
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# 1FEIXIE CTADASOAPFv— b

Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1:

EIRETADA
(BHTADA)

g

"CKEH

*LDH, y-GTPEF D EELY

(Tz/NIVEL— IR EIZLERE

EEEOHRE? TADAIZESE?)

S)
OfMoha ERICHITTERRDENE

0)
1) FH SRR i
2) 3R (270
& AE:.BMI
JBRERE: FEME SME
4) RIRRE (F5L)
)R RE_AELL
BF1IAKRZE—ABLL)
6) FEFE:
7 LACE Y smelE
1EH1 #BRE
LARFS5E4.L500mghE
2 BIE
(RE&YRR)
7)REE
[REE]
ALB
Scr. BUN
(BRKFTRIZKDLDMESH).
eGFR(68.5) . Ccr(87.1)
CK. ASTALT, AST, ALT, LDH.
ALP
[EEEE]
TANAREDBIREFELEEHREE
EfRENa (ENa L fE)
BmEk (FREGE: AL BEERDS.
4ECRPIZDNTIZFT—4%L)
¥ (R m#E)
Hb, Plt
(EMABROFEEE=SIVY)

Medications:
LAFS+%.1.1,000mg

Risk Factors :

[BEARELGHD) ERERE(—) IEEE (—) BB (—) . BF(—) . E)
OB (=) BiK(=). EOHhE(—)

[BRERTEALOD)] FEMERMOERSE (+) EROBRE(?)

Severity / Stage: TADNADEEE (EDLSWRE 2RI ?)
B (+/7): D7 ENLEEEES . HHEOEFOBEHEIERS SUHE
FTONAREO G ARV AT
B (%E) . BRI (?) BABE(+) EEDRKREEEE. EFUELE(+)
MR FRE (—) . B ST ED. PHEBSQRELGEER>2? BEOREK?)
B HE (CKD) eGFR (68.5) = GRADE1
XAt B (DM R E TIFEREED R —ILICKY RS

Non-pharmacological Therapy:
ARLAR (EEHRE  ERFFAORELL) . 72— IILOEIRHIR
KRE~ADTT(BIEEL>AM X ) . R HEE (EREYRS.
BN (FEGEORENSHEEOTEELELER))
EETHEN (BEMEADER. REREOELLLEITDOEAD)
GIETHOOBRFH (EIMEICNT SIEEYAR ES - B ENallE~DEED
WE))
SRIBHF DS IRBE BRI

Pharmacological Therapy:
(F1) LRFS14.1.1,000mgh o B sk (HE)
EAREISHLTER. MEERIT?  AERBEGIRIE?)
AETO’RSA, NAFTRAFEY TS ARATLHELL (FIR)
[HESEEEZ T - BRI S IEKRER
DPCO @IEXT R4V E75 D (s iFFEE500me)
EEHNEL. BREEEENHNILBULTOHBELHY (?)
BEOERITHEATET MOV TERICBANIEOK?
DEEICRSEA: £& - REOEMITHAZ EMBELL
QEHEABDEE SHEERHNT (LFEFLHL) XABARELEE
FIE B, SEA
T EDREYRY (AAMLE LRICA T TOESEDEELETIER D (TEELY)
(F%-FAZE) 1,000mgDELUMHEE? FAIXELOK, BEESHL
AEKREHICHRAFTES? F52EHY. AREHY. A=ZBABTRIERR
BEHEelL? BHREESHIERENSREI—

() hILATEEVHEROK
HEER KBk, BRFE(+H) (ZFLOCECORESS) . EMIEL (FlH)
(F3)FEMFUERAEN SHE (BIEAD KB EE R )
25mgH i5200mgE THIHE T 5= DI (FHRE5EZEThHh (L)
(F4)FESY— RO O MR SERFR)
(F5) /LT OEENa (DILARRLAEDHEERICEVIREN D54 T)
SORATETHY . ERIBEEEETHL?
[RAIEE/EA. TODMRBRE  [FIR]1FIE KEIHY)
BERHAEINEL FTHELBERRED RN ? (PK/STA—2HDHEIZRIRELRL ?)
(F6) Y= HIF Y ZHIRFNILNTEEL LB LR IEH D, BBHIZERTHEHLL,
HARSAUTIEE—BIRTIE AL, BRRARERTHERE?
ALNIELEVTEBADIREHDHEE. Y YIFLHE AR,
(VYIRS DL RS, REEREIR)
FIE: fE - 8 F (D EFS)
(BNDHNRRUFY (BrREE)
(F8)FaYIF: HETIEHEMERICOVWTAH, BEEITOAVIFIZLLEREDRE

Adverse Drug Reactions:
RR. FBHES (BN AEKRETEEND., BMELBRDINIIEHYEE. AHTLIELHY
Drug Interactions: %L

Goal:
[EHEEIA,AUR
EEREED T
EEADSIE GRE1H A LK)
RISEETREENER (EBRLE)
[REIBZIRERR. 7RIV AICKYELD
EEID BIEDHGE RS RE. BIER
HI5D4EK (—)
FEIRMEADTERIOHRIEE?
=S5EGVEBRE R THE (F#H. RIEOER)

Care Plan:
[BEZEMAR]
ALAL
EFERE ERFEOHE. 7ILa— L OERHIR.
FRIBZE DN RIFBEER .
RE~ADTT7 (BIERK=>AMR)
RAOEE
(EEIRY B (FEHGEOBREN S DO MEEMLER))

EETHEN (BEME~DER. REREOELLEITOLEAD)
BHIETHLOBH T

(GIEICH S HIEEYER EE - BiE (ENalE~NDEELLHE))

[FEmaE]
1) LRFSEALTHEBREZTVD. BRABRZICKYERZE
EZETIVEHDBEIC, hILATEE ERE
2) BRF+HLIBE 2EMRBEER. 2,000mg~EE
(PLE/LVSERHMBELRE. SAORRTIRE?)
[BEREENENEHS, GHFTEELEE,
RBEEHIHEE. EHMTHEELSEL.
ZOHDOBEMERDFEIKRIZIEC THRE
3) RERER I LIV ULREHRER
(BHHOREICIZILRAFSELLEL)

Monitoring Plan:
[#R]
[BEERIA LRICHTTOEEFRERICONT
[ B RICKHE (EENRISTLENEERER)
[BIE ]
[BEEKRIES
REHES (WY ARKETEEND
(RRHMELBRDINDILEHY TR, RETHILLHY)
52
ERE(EROZE?BETEF > hOERIVEELE)
[t EFT R IR E (FF - B H#EHE - LDH-y-GTP-ALB)
WEH
Educational Plan:
EFEEE~DEE
FEWARICEET 5158
RER DY
SBEEICOVTORMEE
FAERFOR G (BB DBEIZDNT)
El{EFA DA
ERIRARGOBHEYE
INHIFHBNHIEE
hEEBE(ELEDTOILLERTITS)




WJE3]2

[BE] 74 Bk

(EERZWa ] SEEME S TADA

[E5F] fEEDEX,

[(BUREE] 2RI S, AMHELEBERIC, HBEOBEX L EBITE— o L THIENMAENH Y, F
FIRICHEHT 2B ARNEIRATE LT, DEUCR Y %7 Lz, MRIZ ;AT L7228 BE TR bz
Moty BOTEDANNATEE Y (200mg/H) TIHERMG LZ, L LIARKRE, B2 0 i
K Cie L, Mt =4Y 7 %% L BRICHIRIE DGO biviz, BUE, HEAEIRICSER L,
WP IL TR,

(BEAERE] @i EiE  (234FERT~)

T NA = —RIERIGE  (44FRi~)
SIS (3 AR~ © tREiE I < 3BFE)
RHRAE 32 HAli~)

(ZHERE] A3 fs 2E

[HEE] FEE AEDL L, — ABFIXRANTHERE,

(ZET5EE] W - K0 : 7o L. HEROBURCIEBECOE WY, RIEITHE T,

[HAFFR] HE :164cem {KHE : 60kg BMI : 22.3 kg/m?

SNA BN A MfJE : 141/85 mmHg  Jk¥H : 89bpm (B%)  {KIE36.4°C

[KE] 7arver (25) 1EIEE 1A 1R R
RFx~22L (5) 1A 182 1H 1A%
g gAY A (25) a1 1H1EY &%
YILEF L (5) 1E18E 13 1BIEEE T
B R=PEL (200) 1E 182 1 H 1R R%

ALV B AR=EE L (200) 1E1EE 1H2MEEIS BH ~HEEE -7,

(]

2 ¥R (BAL) BREE R (BAL) BREE
TP (g/dL) 8.0 AST (IU/L) 26
T-Bil (mg/dL) 0.7 ALT (IU/L) 32
ALB (g/dL) 3.5 LDH (IU/L) 402
GLU (mg/dL) 105 ALP (IU/L) 215
HbA1lc (%) 54 v-GTP (IU/L) 33
T-Cho (mg/dL) 146 Na (mEq/L) 140
LDL-Cho (mg/dL) 105 Cl (mEq/L) 101
HDL-Cho (mg/dL) 70 K (mEq/L) 4.5
TG (mg/dL) 78 WBC (/mm?) 8500
UA (mg/dL) 6.3 RBC (x10*/mm?®) 450
BUN (mg/dL) 18 Hb (g/dL) 15
sCre (mg/dL) 1.1 Ht (%) 46
CK (IU/L) 152 PIt (x104/mm3) 30

ik (REIREMEZ) O NN MHPEE 4 ugmL (BHIE5~10 1 g/mL)
<FE&E1>
HILNR<TEE HEERF S DProblem List & U'Problem EIZSOAP #1ERL L TL 72 &Ly,
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

S)

2BEMAIEEDER
LEAR%EZ AT,
[RIERE] RAINIEZE
[#HEE] EEZABLL, —
ABRFIFESMELE,
[&£:EEIE) 2KE-4H 5L
0)

745%. BE

[BAMR] &K 164 cm &
& :60 kg, BMI:22.3 kg/m2. I
£ : 141/85 mmHg . Ak 48 :
89bpm (%) | {KiE36.4°C
[®REMR]
ZEZHICMRIZETLENE
BIXEBHLNGEMhof=, 18/
% BRE=AVTEERL
T=BRIZERIRE M RHENT =,
BEZerHezmdREE:
4ug/mL

[#%EE]

TP :8.0(g/dL) . T-Bil :
0.7(mg/dL) . ALB :3.5(g/dL) .
GLU :105(mg/dL) . HbAlc :
5.4(%) . LDL-Cho :105(mg/dL) .
HDL-Cho:70(mg/dL) . TG:
78(mg/dL) . UA :6.3(mg/dL).
BUN:18(mg/dL). sCre:
1.1(mg/dL), CK :152(1U/L).,
AST :26(IU/L) | ALT :32(1U/L) .
LDH :402(1U/L) . ALP:
215(1U/L) | y-GTP :33(1U/L). T-
Cho:146(mg/dL). Na :
140(mEg/L). Cl:101(mEg/L) «

K :4.5(mEq/L) . WBC :
8500(/mm3). RBC:

450( X 104/mm3), Hb:15(g/dL)
Ht:46(%). Plt:30( X 104/mm3)
(CKD :G3aA1. Clcr 50mL/min,
eGFR 58mL/min/1.73m2)
Medications:
7LADE(2.5)101% 18
1EIEAEBE
RRARIIL(5)1EI1E5E 1H1E
BR%

O ILE A L(25) 1E1
ft 1R1EIY B#E
VILETL(5) 1[E1%E 181
EIFLE AT
HILINTEE L (200) 1158
1R1E#HRE (KRB &LY1ED

Risk Factors:

(BEARINRIE () EE () Bk (=) B (=) 7)La—b(—) EY(—) KBRS () INFEMRE

(=)
[HERATREIEES (745%) . TILYNAT—RIZBHAE . NLRRBi %, @ ILEAE . FAREE. AIEHETANA
Severity / Stage:

FEIEMR D TADA . BRERBD FHIE-SHHEHY . NLRRE NS DFAE ?
CBZ(200mg/B) IZTHR A +5

Non-pharmacological Therapy:

BE4EEDOIEE, SFIEET O EE

Pharmacological Therapy: CBZ400mg|Z1& &3 55Fl. T DEDFEEITI

[EEE DS FKAEICR T HHERLA]

ERERNMEHEHY . SHETBRIRINBVO T, MIEHILEYABEIBLE

FAEL SR E RS FAE - S HHE (CKD) HY

HREH: LAFSEAL(LEV) . SERNIFY (LTG) . ARV F L (GBP) . HIL/NREE > (CBZ)
KHERDORI; (RO TADAHAIRSAY . GBHETADAT ARSI 1BHL; 2R—TS0AP)
LEV; B8 E TCKDD A BHHEN H B, AL (LEV 250mg: 123.7H500mg:202M) . HEERIXESN TLVEN, SEhEH
ARSAUTIEEHERE

LMG; B & CCKDD B HHENH D, EMAE L (LTG25mg:: 87 100mg:232.7M) , 8B ISISENEEFR BN RIMEL,

IZEOIEFENILY, FHIDKESIFILAFSEALIZHRTINESW, NILTOBEOHEERALHY ., RAFENEHTH
Y. 7RE7SURIZBELH D,

HILNTEEY  SEETCKDDEHHEL HD. AERFNLENER GRAMEE. BEFF) D AMEDIBETAHS) . FEifilk
R\, > 5B DEHIIFCBZZEEIR,

<FDHWOIEFUR>

BEREERNRELI-RCTOZFD Y T (CBZELTGE L ULEV IZHRIETEWNMIHZNED D, #ERIXLTGEB EIULEVDIESH
BlY,)

KOMET study 060 LA L DY T #HT (CBZE MG TS > RRELTHERK. HEVL. B RP. EX. BE. EH:5%
UEMNBHT=,)

34952 LE 2—TEpilepsy & Behavior 17 (2010) 461-466 1, 7 JLYNAR—RIZBAEH R TADNABEERREL-FHR I (CBZ
[IERAEINTEST , LEV, LTG, PB DLLETEIIAL)

Adverse Drug Reactions (CBZ) : (1B#l; 2R—°SOAP)

[$FEARBICKDIES. FEE. RMEKEAE. f/MMRiEAME. SIS, TEN, DIHS

[AEXREEIESR. BiR. OFL EEBKA. BK.ER. ENaflfE. DMEEHES - DR L. BABEET
[EEAREIZHES 1L LSE

SCBZOMGE - PRMEDO ALY, LEREMEREZIE TS, BMERICKVABREBKE TELULES . LEVOUGIZEET 5,
Drug Interactions (CBZ) : (1R #ll; 2R—<°S0AP)

CBZOIMFBREN ERTEEF: 7Y —ILRRERE. TVOSAFRAEE. (VT IOR. STAE. SILFT7EL. YOS A
Jx=a—)L MACREE., /0LTOTPy  NARYR—IL FAUF DU SR, VAF DU  FATS5Y — )L, CattinZE (7
LACEVE)  FUFILEE,

CBZOMAEEMNETITRER YI7oELY  DRTSFY HIBEE. 74714V,

CBZANMAEEZR LRI HEA: MAOIREE,

CBZAWMAEEF B TIEAEA /R)aFJ—IL . AZaFV =L NARYR—L HIFTFEY  OxEFo TH T4
D TEITAI TIVTSIS AL MSIE—IL, Z BRI DE, FSVYRV SO HEY  FUETSY—IL YRRYRY
JOF )Y FRROIL, TUAAZR, ILMN) TR  SEROEYS O RAL YD LBERE A4 w00  BIBRRE
RILED . BIBEARILECE, BERRILEVE, JLI7)0 RENFIZE. Od%>0  TRNPS/720, (VILETLIE
CYP3AATHRHBINS1=0. M EEETDRAEMEHY)

TDM(CBZ) : (1R#L; BARD TAMNAT IS4 i TADAEDTOMA (RS AY)
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1: fEEMEEHS TADA
S)
REDEZ
F—2&93
FEK SR 2B ATICHKIR, 138
FRIRTICEZ At d,

0)
Flh:745% . 1A Bk
MRIZEFR4L
TRERIR (+)
BER: FEMHE SME
RIERE: R (BEE)
HEE - FEEZABELL,
BF (FHT) FRNERE
(HR—KBIZ<LY)
HEEEE BE(—) B ()
SRR B& 164cm. {AE :58kg.
BMI:21.5kg/m2
[IS172)L 1]
MMJE :26/70mmHg.
BiR$A: 67bpm., B,
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GCS:E4V5M6
RZEE: ALB. Scr. LDH.
Ka.5(5hHREE.
O DEBLER)
BUN, M#5 ({EMm#ETIEALY)
FF#8E : ASTALTALP
(MEREEICkDHDM
ESDDHIWALE)
Bk, Pt (BEE)
cK
NIV EE L RE R,
OB EERD . RE2EH %)
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1) 7 E /R LsmgigEE 2@k s
2)7x//8)LEA—)L100mghRiE
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mEGH:DILNATEECOFHRIZKSD?)
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hILRTEEY - AEN (HBY)
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QARBEHEMSHENIE, KRR ORI EARE(ZEZETILYNAT—?)
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fEeslEE BE ICEATRE. BMERALGLA, FEDASIM. THEHEER. BEH%
FIE : SEHI D A
VZUIkR: AIE RE-fE (hSEE)
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Efficacy,safety,and tolerability of lacosamide monotherapy versus controlled-relese

carbamazepine in patients with newly diagnosed epilepsy:a phase 3, randomized, double-blind,

non-inferiority trial. Lancet Neurol 2017;16:43-54
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We investigated the efficacy, safety, and tolerability of lacosamide as
monotherapy in patients with newly diagnosed epilepsy, according
to guidelines of the EMA and the International League Against
Epilepsy (ILAE).
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+ An additional eligibility criterion was at least two unprovoked
seizures separated by 48 h or longer in the previous 12 months, of
which at least one had occurred in the previous 3 months.
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Our trial shares a limitation inherent to all noninferiority
assessments without a placebo control, which is that establishing
the non-inferiority of lacosamide to carbamazepine-CR does not
exclude the possibility that both treatments are not more eff ective
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In this large-scale, double-blind trial, lacosamide was non-inferior to
carbamazepine-CR and was well tolerated as first-line monotherapy
by patients aged 16 years or older with newly diagnosed epilepsy.
Lacosamide is a non-enzyme-inducing antiepileptic drug with a
predictable pharmacokinetic profile36 and low potential for
interactions with other drugs, including the contraceptive pill. Our
findings suggest that lacosamide is a suitable treatment option for

patients with newly diagnosed epilepsy.
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B2 Comparison of levetiracetam and

EE&D  LRS

controlled-release carbamazepine in
newly diagnosed epilepsy

M.J. Brodie, MD; E. Perucca, MD; P. Ryvlin, MI); E. Ben-Menachem, MI); and H -J. Meencke, M),
for the Levetiracetam Monotherapy Study Group™®

Abstract—Ohjective: We repart the mw]u u!' a prospective study of the efficacy and tolersbility of levetiracetam, & new
antiepileptic drug with a unique f action, in with controfled-release ine as first trestment
in newly diagnosed epilepsy. Methods: -‘adu]ls with =2 partial or generalized tonic—clonic seizures in the previous year were
endomly assigned to levetiracetam (500 me twice daily, n — 288 or erntrolled release carbomasepine (200 me twiee daily, n =
201) in & multi parallel-group trial If a seizure cecurred within 26 weeks of stabilization,
dosage was mereased mcre:z.en:,al.l\ toa maximum of levetiracetam 1,600 mg twice daily or carbamazepine 600 mg twice daily.
Patients achieving the primary endpomnt (6-month ssizure freedom) continued on treatment for a tunher S-momh mmwnnm.\e
period. Results: At per-protocol analysis, T3.06 (56.6%) of patients randomized to levetiracetam and 728

controlled-release carbamazepine were seizure free at the last evaluated dose (adjusted ahsolute difference 0.
to 8.2%) for =6 months (1 year). Of all patients achieving 6-month (1-year) remission, 80.1% (86.0%) in the levetiracetam group
and 85.4% (89.9%) in the carbamazepine group did so at the lowest dose level. Withdrawal rates for adverse events were 14.4%
with levetiracetam and 19.2% with carbamarepme. Conclusions: Levetiracetam and controlled-release carbamazepine produced
equivalent seimure freedom rates in newly disgnosed epilepsy at optimal dosing in 2 setting mimicking clinical practice. This
trial has eonfirmed in & randomized, double-blind setting previously uncontrolled observations that most people with epilepsy
will respond to therr first-ever antiepileptic drug at low dosage

NEURDLOGY 200768:402—408

Selecting the most appropriate antiepileptic drug
(AED) for a patient with newly diagnosed epilepsy
remains a significant challenge.! Although some of
the newer agents may show better tolerability than
older generation AEDs, no comparative study has
demonstrated improved efficacy for any of these over
carbamazepine, phenytoin, or valproic acid.® There is
still an unmet need for mechanistically unique,
broad-spectrum, safe and well tolerated, easy-to-use
AEDs, particularly because more than 30% of pa-
tients are refractory to existing treatments.?
Levetiracetam (LEV), the S-enantiomer of «-ethyl-
2-oxo-1-pyrrolidine acetamide, is currently used as
adjunctive therapy for partial-onset seizures in
adults and children aged =4 years. It has a novel
mode of action in that it is the enly AED that binds
to synaptic vesicle protein 2A.* Preliminary studies
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have suggested that LEV may provide effective sei-
zure control when used as monmhomp'« .

‘We report the results of a randomized, double-blind
trial eomparing LEV and controlled-releasze carbamaz-
epine (CBZ-CR) given as first treatment at optimized
dosages in pationts with newly disgnosed opilepsy.
This is the first study to comply with European regula-
tions for the evaluation of new AEDs for this indica-
tion, which recommend a noninferiority trial showing
at least a similar benefit-risk balance for the test prod-
uet compared with an acknowledged standard at indi-
vidually optimized dosages using clinically relevant
endpoints.® The guidelines stipulate that the primary
outcome measure should be the proportion of patients
remaining seizure free for at least 6 months on either
drug during the evaluation period with maintenance of
efficacy for at least a year.
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Efficacy, safety, and tolerability of lacosamide @h®

monotherapy versus controlled-release carbamazepine in
patients with newly diagnosed epilepsy: a phase 3,
randomised, double-blind, non-inferiority trial

Mirhel Baiiar, Felx Rosenow. Manue! Toledo,

o T eada

Summary

Marc De Backer, Konvad ] Werhafin Mefissa Brock

Background Further options for monatherapy are needed to treat newly diagnosed epilepsy in adults. We assessed  anmvars 07 35-43.5¢

the efficacy, safety, and tolerability of lacosamide as a first-line monotherapy option for these patients.

Methods In this phase 3, randomised, double-blind, non-inferiority trial, patients from 135 epilepsy or general
neurclogy centres in Eurspe, North America, and the Asia Pacific region. aged 16 years or older and with newly

s e puthcation s

diagnosed i!pllepsy were randomly assigned in 11 ratlo, via 3 computergenersted code, 1o receive lacosamide oo 7

Bed rikeane’ cark

R twice daily. Patients, investigators, and  mecormcted weronnest

trial pemmnei were masked to treatment allocation. From starting doses of 100 mg/day lacosamide or 200 mg/day  apeeaned at thelancet ooy
carbamazepine-CR, uptitration to the first target level of 200 mg/ day and 400 mg/day, respectively, took place over ™oaFcnjanury L3, 2067
2 weeks. After a 1-week stabilisation period, patients entered a 6-month assessment period. If a seizure occurred, 5% Comment paze 20

the dose was titrated to the next target level (406 or 600 mg/day for lacosamide and 800 or 1200 mg/day for Nesmog: Dertment

carbamazepine-CR) over 2 weeks with a l-week stbilisation peried. and the 6&month period began "wm'm‘:a::f:::
again. Patients who leted 6 months of and d seizure-free entered a 6-month maintenance oz oun, Sy
period on the same dose. The primary efficacy outcome was the jon of patients ining free from

seizures for & consecutive months afler stabilisation at the last assessed dose. The predefined non-inferigrity Nesocens Cocthe.

criteria were —12% absolute and -20% relative difference between treatment groups. This trial is registered with

ClinicalTrials.gov, mumber NCT01243177,

Untvershy. Framifrt am Main,

Findings The trial was done between April 27. 2011, and Aug 7, 2015, 358 patents were randomly assigned o Tolede 800 Skucka

treatment. 444 patients taking lacosamide and 442 taking carbamazepine CR were included in the full analysis set

mststutenf Epliepsy and
Meumiogical Deomers,

{took at least one dose of study treatment), and 408 and 3097, respectively, were included in the per-protocel set. In  snimoka fapan (¢ rerata uo;
the full analysis set. 327 (74%:) patients in the lacosamide group and 308 (F0%) in the carbamazepine-CR group  UCEPranms, faigs, NG U
completed § months of treatment without seizures. The proportion of patients in the full analysis set predicied by 71D, M Sroc framni:

the Kaplan-Meier methad to be seizure-free at § months was 905 taking lacosamide and 91%¢ taking carbamazepine:

B Priarss, Bnusset; Seighum
(M De Eacker MO and LCE

CR {absolute treatment-difference: —1- 3%, 5% C1-5.5 to 2-8 relative treatment difference: —6.0%). Kaplan-Meier  snams, sooneim am pein,
estimates resulis were similar in the perprotocol set (923% and 93%; -1-3%, -5.3 to 2-7; -5-7%). Trealment  Germany (Frof &) Wemarni D)

emergent adverse events were reported in 328 (74%) patients receiving lacosamide and 332 [75%) receiving
carbamazepine-CR. 32 (7%) patients tzking lacosamide and 43 (10%) taking carbamazepine-CR had serious
treatment-emergent adverse events, and 47 {11%) and 69 (16%3), respectively, had treatment-emergent adverse

events that led to withdrawal.

4743 obevard ge it
7013 Part; Frane

Interpretation Treatment with kacosamide met the predefined non-inferiority criteria when compared with Tt Eiapip i
carbamazepine-CR. Therefore, it might be useful as first-line monotherapy for adults with newly diagnosed

epilepsy
Funding UCB Pharma.

Introduction

Monatherapy is the gold standard as first-line treatment
of patients with newly diagnosed epilepsy, but most of
the newest antiepileptic drugs are initially licensed only
for adjunctive use.! and authorisation for use as
monotherapy can take several years. The choice of
initial drug should be carefully tailored to the individual
patient’s epilepsy syndrome. comorbidities, madical
history, age. and childbearing potential. and according

oo ket cominevealogy Vol16 Jary 2007

It ewerts anticomvulsant activity by selectively enhancing

slow inactivation of veltage-gated sodium channels. In
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[fem=r®& ] Efficacy, safety, and tolerability of LCMosamide monotherapy versus controlled-release carbamazepine in patients with newly diagnosed epilepsy: a phase 3, randomised, double-blind,
inferiority trial. Lancet Mewral. 2017;16(1):43-54
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Efficacy and tolerability of zonisamide versus controlled- > @"i
release carbamazepine for newly diagnosed partial epilepsy:
a phase 3, randomised, double-blind, non-inferiority trial

Mi

lac, Martin } Brodie, Ao Pat

Summary

Background Additional options are needed for monotherapy treatment of adults newly diagnosed with partial epilepsy.  tosmNera2012; 10 y5-22

‘This trial compares the efficscy and tolerability of once-daily zonisamide with twice-daily controlled release carba-

mazepine monctherapy for such patients.

Mathods In this phase 3, randamised, double-blind, paraliel group, non-inferiority trial, adults from 120 centres in Asia,
Australia_and Europe, aged 1H,mmnd newly diagnosed with partial epilepsy. were randomly assigned fina 11 satio,

See Comment jage 558

done with a comyp

«code) i recaive 200 ar Patients, i

Epliepay Usit, Newroloay
Department

and sponsor pnsunnd giving drugs, analysing cutcomes, and interpreting data were masked 1o treatment aﬁnm:un Fiti. Saipitrisrs, Faris, France

Afier treatment inifiation 100 mg/day vs

ine 200 myyday fgiven in two doses]) and up-titration (fo  Frofi Satac i D) Eplepsy

300 mgy/day v 600 mug/day). patients entered a 26-75 weeks lkmibk—dusmgpenud (200-500 mg/day vs 400-1200 mg/day, UnitWestem infrmang
according 1o respanse and tolerance). Once patients were seizure free for 26 weeks they entered a 26-+week maintenance 2257 U

Frer M Erodield 1) and Eas

phase. The primary endpaint was the proportion of patients who achieved seizure freedom for 16 weeks 0f mofe I the  Limed, Europesn tnaviesge

per-pratocal population. This trial is registered with Clinical Trials.gov, number NCT00477205.

Cestre Hathels, UK
A Patsen PR, Segfetn Phly

Findings 583 patients were randamly assigned to treatment groups {282 zonisamide. 301 carbamazepine). cr srec o O
whom 456 were analysed for the primary endpaint (per-protocal 23 ide, 233 carb i ot

177 of 223 {79.4%) patients in the zonisamide group and 195 of 233 (83.7%) patients in the carbamarepine group
were scizure-free for 26 weeks or more {adjusted absolute treatment difference —4.5%, 95% C1 -12.2 10 3.1
‘The incidence of treatment-emergent adverse events was 170 {60%) in the zonisamide group versus 135 (62%)
in the carbamazepine group. of which 15 (5% versus 17 (63) were serious and 31 (11%) versus 35 {125) led

1o withdrawal.

I ferior o controlled release

ool

ording to

League
Against Ep\]equ gmmm_m could be useful as an initial manotherapy for patients newly diagnosed with partial
le

epilepsy.
Funding Eisai Lid.

Introduction
Selection of the most appropriate antiepileptic drg for a
patient newly disgnosed with epilepsy i challenging,
particularly since the effectiveness of the approved first-
lie sgents does not differ substantially The in

ial

nt process for o mew antiepileptic drg inveles
1 of ils efficacy 4x an adden therapy for
i with drug-

¥ has been e b
e dmg 2é 3 marotherspy can be

oiesemide is 3 benzisarazle derivat emically

‘The vbjective of this trial was to compare the efficacy
and safety of zonisamide monotherapy with controlled-
release carbamasepine monotherapy for patients newly
diagnosed with partial epilepsy.

Methods

Study design and participants

In this phase 3. multicentre, Tandomised, double-blind
norrinferiority  trial patients were tecniiled from
120 epilepsy centres in Eurape, Asi, and Austrabia. The
trial was done in acenrdance with good clinical practice
and the prolocel was approved by an

unrelated to other antiepileptic drigs—that hes multiple

of Ttype Ca¥ currents?
rope, and USA) for adjuncti

a finding l||.:l is
e in clinical practice in

Japan, the USA, and Eurape.”

e thelancet comynesrabgy Vel 11 july 2012

tee. The trial was designed
European r-,;uj.km Fean-

(ILAE) g oy
hod a minimurn tota] durstien of 1y et and used flevible
desing o reproduce dinical practice as closely as possible.

Male and female patients, aged 18-75 years, who were
newly diagnosed with epilepey (umprovoked, well
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[ZREE#E] Effi cacy and tolerability of zonisamide versus controlledrelease carbamazepine for newly diagnosed partial epilepsy-a phase 3, randomised, double-blind, non-inferiori
Lancet Meurol 2012;11:579-88
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B H /1:)‘\ IIIII 11021 +18.19 § 0.25(0.25,0.25) | 7.26+0.79 426.34 +46.05 439.99 +50.02
’ H A 84.56 + 17.09 0.25(0.25,0.27) 8.02+0.90 40431 £ 4832 422 46 + 54.62
- e HARAN 11043+ 18.09 | 0.25(0.25,0.25) - 392.62 £39.05 -
R i o _ e -
HA 99.55+11.89 J| 0.25(0.25,0.25) - \ 402.81 3287

THE = BE(E
a) HRE (R/ME, JATE)

HERANESNEAIZ El’aL\’Cs'i'efF%E)J,.,\J:O)j(%@
ElXGWEEZOoNS,

14



£13E BEFH - SEN(CEYERERILTDTHDT—023vT

Y=

« BInFZE

European-

Caucasians ['9

*2=13.0%

¥ = Oj%ﬁ

4 (CYP2C19)

0 cypr2ci9+2
B CcYP2Ci9*3

Q}\‘%’;ai-(:hinese

*2=257%

> Turkish 3= 52%
¥2=120% )

Japanese
*2=287%
*3=132%

Vanuatu
*2=T708 %
*3I=133%

Ethiopian Q%
*2=140%

@ - 2o Q
Tanzanian
=179 % 3 (717

*I= 06%

Fig. 1 Frequency distribution of CYP2CI19 mutant allele in seven different populations

7:)7A ‘: %(IZCPP2C190) %Eb{ﬁghé Xenobio. Metabol. And Dispos. 2001; 16(2): 69-74
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#29 BAARUAEAOTANABREFIZAFZRERAOKRG L XD
HEER ¥ 5B AAT 12 B I2B 1T A ik b Ak B

: - H & 2 i EACAKIR BE
(mg/H) R 1o/mL
200 71 5264221
SP667 iR ANESPN 400 67 9.64+4.16
600 41 | 13.63 +6.21
# 200 135 | 3.77 + 1.90
55 WA
SP755 MR PHEA 400 08 735+ 3.88
} 400 123 7.19+2.92
Y 5, REE | ANAEAN e e e
SP754 AR PHEA 600 35 9.50 + 4.29
HAAN 40 553+2.24
FEA 200 115 5.46 + 2.20
EPOOOS ﬁ% H ﬁk 400 25 ...... 1033 ZI: 329 .......................
FIEA 95 | 10.94 + 3.86 )
ERE + (R 2=

BARANENEANZBEWNTEYEIRE LD KEX
ElFXGWNWEEZLND, .




£13E BEFH - SEN(CEYERERILTDTHDT—023vT

M CANAED BES=

— w N, 7277, KE. BRINICBIFBTA
73\/\/0)4%% 3K (J:%mmﬂzl%ﬁ#(afm\

« FTFRIL CANMAZEDEGVINALEC & ICERD
EDD. BEARNGITANAE (JULT O,
HLRPE>Z) (NNt cHERS

NCTWNDB,

o JBE(LIILAEDREN A |<7’I//(L_?j§/ Vi
g\ﬁ?bﬂfb\%c_c‘:b\‘5\ BEBENS [CASTE
VRU Y,

ECEDBBRERICKRESLEENGL

17




£13E BEFH - SEN(CEYERERILTDTHDT—023vT

R PREIVBR DGR
BRI




BZEFI DB

T 11 E LI

N rJiNg).C

£13E BEFH - SEN(CEYERERILTDTHDT—023vT

T

Predicted proportion tree trom seizures (Kaplan-Meier estimate | 95% C1])

6 months 55%  -13%|  28% Sq43R
Full analysis set , I : 2 | —4 =l AN LEV
Per-protocol set E I ik I 0675\ﬁ . 1275\ﬁ 0)3F%'|‘$75§H_Téné
! -53%  -13%|  27%
| > 4 7z - -
I'~.I|:|n-inf|3ri-::-ri’r;.'I margin: -12%* °1 E%EKT_ 3'5 f’ 'lﬂi ' g L \—C ‘j: 0) %I:I %
12 months [T MoTELAY, CBZAME LA R A
. | . | ~
Full analysis set _10{9% Dy li'kc ﬁbh—CL\éo
—Ill}?fc —IIE-".*’: —lll}fké —5!'1’:» 0% 5!"&: ll:ll":rb 1_'::'5& EEII":-i:
+— —»
Favours carbamazepine-CR Favours lacosamide
LEV<CBZ-CR LEV=CBZ-CR
Non-inferiority
limit
. 7.8% 0.2% 8.2%
. I: } ............................ <+ PP 6-month
seizure
freedom
7.4% 0.1% 7.5%
* A & ITT
i I I I ! ] i |
-20% -15% -10% -5% 0% 5% 10% 15% 20
10.8% -1.8% 7.2%
* ............................... A .............................. ‘ PP 1Ayear
seizure
11.3% -3.2% 4 8% freedom
. A * T

Treatment difference LEV — CBZ-CR 19
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VY= ROBRE

Protocol-defined
non-inferiority limit

12-2%} —4-5% 3-1%
@----—-------- M-------F---- @ Per protocol
: Seizure-free for
1
~13-6%! —6-1% 1-4% 26 weeks
o-r--------- - -------1 -# Intention to treat
1
I T T T T T T 1
—20% -15% -10% 5% % 5% 109 15% 20%
-17-2% —7-9% 1-5%
e-----———------ Ax------———-- -9 Per protocol
Seizure-free for
~16-1% T T % 0-7% 52 weeks
e-------—-——---- o ---------—-- B Intention to treat

Jlnl

IR ESNT-IEEET—U ((12%) T EIBFER LGS,
X EDHFERELTIEER L ENELT20%F - A TULVELY
ENLIELHERERDITONTILNS,

Jlnl

20



£13E BEFH - SEN(CEYERERILTDTHDT—023vT

R PREIVBR DGR

ZEE



£13[0 RIEFEH - SIENICEYESEEERIDICHDT—IO vy
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SIVEBOFEL : LXTFSTZ4LH L

Relative risk 5'39?':':.&0)%&7;6@”"5% LEV CBZ-CR

LEV CBZ-CR LEV/CBZ-CR (n = 285), (n = 291),

Preferred term (n = 285) (n = 291) (95% CT) System/organ class/preferred term n (%) n (%)

Headache 20.7 25.4 0.81 (0.60 to 1.10) Ear and labyrinth disorders

Fatigue 16.5 14.1 1.17 (0.80 to 1.72) Vertigo 6(2.1) 2 (0.7)

Somnolence 11.2 9.3 1.21(0.74 to 1.97) Gastrointestinal disorders

Dizziness 10.9 13.7 0.79 (0.51 to 1.23) Nausea 0 3(1.0)

Nasopharyngitis 9.1 9.6 0.95(0.57 to 1.58) General disorders

Influenza 8.4 8.6 0.98 (0.57 to 1.67) Asthenia 0 3(1.0)

Diarrhea 74 6.5 1.13 (0.62 to 2.05) Fatigue 5(1.8) 4(1.4)

Nausea 7.0 10.7 0.66 (0.38 to 1.13) Nervous system disorders

Depression 6.3 2.1 3.06 (1.23 to 7.61) Ataxia 0 3(1.0)

Insomnia 6.0 2.4 2.48 (1.04 to 5.89) Dizziness 2007 3(1.0)

Vertigo 5.3 45 1.18 (0.57 to 2.43) Somnolence 6(2.1) 2(0.7)

Weight gain 3.2 6.5 0.48 (0.22 to 1.05) Psychiatric disorders

Back pain 2.8 6.9 0.41 (0.18 to 0.91) Aggression 0 3(1.0)

Rash 2.8 5.5 0.51(0.22 to 1.17) Anxiety 3(1.1) 1(0.3)
Depression 5(1.8) 2 (0.7)

LEV = levetiracetam; CBZ-CR = controlled-release
carbamazepine.

= ST

/_jE = -g— /\\f H Ij 1,E Fﬁl_ s LEV = levetiracetam; CBZ-CR = controlled-release

E—Eg-;ijs %IE\,IE,E\s ER)_?\'s &)ill\@%ﬁh\gl/\ carbamazepine.

IS5 DML 22

Skin
Rash 4(1.4) 9(3.1)
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Lacosamide Carbamazepine-CR
(n=444) (n=442)
Any 328 (74%) 332 (75%)
Drug-related 165 (37%) 203 (46%)
Serlous 32 (7%) 43 (10%)
Severg 20 (/%) 42 (10%)
Seen in =5% of patients in either
group
Headache 61 (14%) C7 (13%)
Dizziness L2 (12%) 38 (9%)
Fatigue 32 (7%) 46 (10%)
Nasocpharyngitis 28 (6%) 29 (/%)
Nausea 26 (6%) 22 (5%)
Somnolence 24 (5%) 41 (9%)
Increased y-glutamyl 7 (2%) 36 (8%)

transferase concentration

FEIANEERIEA

EENEIERARERMNCBZELEEELTELMEMR

FHfE. OFL BERNLERMEENSLY,
ARPILEDRREEGLHEMERAELTHFEND

CBZELEERL THELY,

Lacosamide Carbamazepine-CR

(n=444) (n=442)
Leading to discontinuation of 47 (11%) 60 (16%)
treatment
In =3 patients in either group

Dizziness 6 (14%) 2(0-5%)

Rash 4 (0-9%) 7 (1-6%)

Increased aspartate 3 [0-7%) 4 (0-9%)

aminotransferase

concentration

Vertigo 3 (0-7%) 2(0-5%)

Increased alanine 2 (0-B%) C{11%)

aminotransferase

concentration

Headache 2 {0-5%) 4{0-9%)

Alfergic dermatitis 2 (D-E%) 3(07%)

Fatigue 2 (0-5%) 3(0-7%)

increased y-glutamyl 1(0-2%) 6 (1-4%)

transferase concentration

Somnolence 1(02%) C{1-1%)

Drug hypersensitivity 0 4(0-9%)

Hypersensitivity 0 3(0-7%)

{R=controfled release.

Table 3: Numbers of patients with treatment-emergent adverse events
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Zonisamide grouvp Carbamazepine group

(n=281) (n=300)
Patients with treatment-emergent adverse events 170 (60%) 185 (62%)
=r > =
Tre:_*.tmetlt- E_mergcnt adverse events reported by =5% of 5I =R j_ N % EnEl IJ 1’E m
patients in erther group —
: : ° FE ﬁﬁ:

Headache 29 [(10%) 37 (12%) A2

Decreased appetite 22 (8%) 5 (2%) .ﬁ'{}k1& _F

Somnolence 17 (6%) 23 (B3%) .1$E:}ﬁ 0>

Dizziness 11 (4%) 23 (B%) 4

Weight loss 19 (7%) 0
Patients with treatment-related treatment-emergent 102 (36%) 115 (38%) —

= = | — ~

adverse events .EEIJ1,E%0)EEFX_'“; :%fd‘
Severity of treatment-related treatment-emergent adverse = ~
E'..renfjt:.r ’ %(iﬁz‘?\&)&ll\

Mild 61 (22%) 61 (20%)

Moderate 31 (11%) 43 (14%)

Severe 10 (4%) 11 (4%)
Patients with serious treatment-emergent adverse events 15 (5%) 17 (B%)
Patients with serious treatment-related treatment- 3 (1%) 7 (2%)
emergent adverse events
Patients with treatment-emergent adverse events leading 31 (11%) 35 (12%)
to discontinuation
Treatment-emergent adverse events leading to
discontinuation of 23 patients in either group

Rash 3 (1%) 8 (3%)

Dizziness 3 (1%) 4 (1%)

Fatigue 5(2%) 0

Memaory impairment 3 (1%) 2(1%)
Patients with treatment-emergent adverse events leading 4 (1%) 3(1%) 24

to dose reduction
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T1

T

6eMAB 120 H
D FAEHNHI 2=

1R2MhAZEEZ
A HNHI R

ABREAID
55
RS

. o = R BICEIE LA TSN TN,
o Y SIS AR 5 1B DI BT BT\
;Iéﬁiﬂrﬁ-' <20(y° MextE:-12.2(PP)  <-12%

' ’ FAXHE: <20%

DMAFBZAIELHEIZODNTIZRENITHN TLVELY,
6MALLLELT12Hh A TOREMNHIZEIICBZELBRL TETERIZH S

LEV: #E558 ) 73&“‘"’@*? ZNS : # 35 2300mg/day(87%)
1000mg/day(=60%) 200mg/day(=7%) (300~500mg/day)
(1000~3000mg/day)  (200~600mg) -

CR-CBZ: ##5 2 CR-CBZ#ff 5 & e o
400mg/day (400- 400mg/day # 7 B600meg/day(88%)

1200mg) (400-1200mg) (600-1200me)
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T2

| LAFTEsA

WIFEET
DIZE[E

AEBRODEE
e =2

SR

iR
B

TADAD
JREH

LB R
CR-CBZ

1[E](2weekfR) 1[B](2week) ) 2[El(2weekfE)
BARANZL HARAGL
Age 39.5 ng):fgu (20%) Age 37.1
BW 73.6 BW 72.6 BW 70.6

EFE DI TANAEDGFR (=15%)
FIL:\' J:é E Elﬂ:l:1ﬁ

2o } _ g2 EE RS
BB D=6, I~BR Qv FA— LR B DOHTER S}

BALWNEFRIRELZL
HRICTADAZESNEESE

HATIXCR-CBZIXFERAIN TULVALY,
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Ha10D 5 FR HRTADAEHREL A CLBARDHR
REENMN(7.8%) BEYE(14%) BEJE(10%)
FEER 15D (6.3%) HFELV12%) BARR (8%)
R (6%) BR&(0.9%H1k) {KREFH A (7%)
BIZFZED AL HLA-A*3101 HLA-B*1502

(5N HLA-B*1502
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