110

HE rTVS OEREADRE LR

Fa#eas (2015) 117 %2 %5

R B2 W R & L 72 RERBR DO R & A
— K9 DFtEREE 2 i —

SRS

[ZEN

WIRBE O [IiE, MEORIRED T E 7Y R %2 Ei LRI 2 7T 2 720k, ¥
TR DOBFE R To T LD HEETH 2. 2 L TH L RIRFEILOBFE T, HHARRERIC
I OEMERIIH L LeE2RT Z ENREE L5, KRB COAEOIHICE, Ok G
] X LTI FENE S NIRRT d 2 T &, @FFRNICEIM X L7 FEENTIC X 2 HEEENICE
BhoEAPHOoND 2L, OB ONIMEDBIRNERNH 2 2 L 2R THEDH 2, R
PEEENRE LR BERBRORAKOR#IE, 77 RRSHEIZNE 3R ZLT—ELER W
ETHY, Y19 OFEE LA, SITRENNET 2 7 7 & R IEGRER HEE 7 &
EZoNTws, LaL, 77 RICNT 2EBERZRT I LIBDTIERL, Aailewat:

Sl 1 SRS 2 BRI D W T HERTIC REE L,

NS DRI & 7 % & 9 ICHIREBR 2 G

WL 5 2 EBHEETH S, ARTIE, K OWEEF2NRE L BRI O IR T 4
v, & L THMRER IR 2 R & U 7R ORI & SR mIc oW Tli#i§ 5.,

<FRBIFARE : KEMIieene g, K9 DRRMERE, SURT A v, IRREHETA R 74 v,

77 & R OG>

T U & IC

R B OREN inkiE & LT, Y
RIS FIREH 5. Zofhic, BRUS
WAL E DR B EIRINALE D T OIRHE
EVSHweNnS,

FYIFERIT D WV T, iR R o R
ABHTE X EREIIC IRV T H D, EE IS
{ DIEMIEDAI T H KRS s, hic
XD, BCRCTHEMERERERICAED T o nbHi)
H3124D o J A 3 AR & 72 1) HRIREHE O AR i
FIER L 72, REDHL) DFEDOFHFE I, ~ %
749 FEVRIZDNTG Y ZADREBESHIO L
1, BIRPEw b= D AAHESRE (selec-
tive serotonin reuptake inhibitor : SSRI) >t 1
F=v - A7 FL Y vy A& HER

(serotonin-noradrenaline reuptake inhibitor :
SNRI) 7 EDBAFEDTONTE DS, KK EL T
BEK EO#HE (unmet needs) FFEI N T3,
KRB K% TdH % STAR*D (Sequenced
Treatment Alternatives to Relieve Depression
Study) DS, EEOHL ) DFE~ADOYH
ZTH I REE O v EE D —ERGE
THIEPRINTED, HEHEREHROZNEICIR
B2 EHRENTLREIY  Zprw,
K DWEFEEFICEWTH, BEDBREOLY
T v A% B LI 2 HEN2 3 5 7217 Tk <,
PR HT R 72 E O iR o %
fTo T ZEbHEELLEZ OGNS,

B B REEOBF I, ERRSERIC X D BRD
PEZFEH L L2tz R 2 e hs, 20

FHAEPTIE © MOZATBOR DR3P e O BT 2 120 =



R WAk RS B 2 R & L 7 ERGEBR DO Re i & B RN 111

7 ORRETIE, K DOWMEREEZ TR E L @K
ERDFEAR T A v, Z L TR B xR
ELZEKRRBORMEEERZMIT 5. &
B, AfEE, FEEAOBRICEIOAMHTH
D, BEHREMERERBAEME (Pharmaceuticals
and Medical Devices Agency : PMDA) o Hf#%
AT HDTIHZR W,

1. RODOmMEEEEWNRE LERABRD
EARTYA >

K I DIRIEREE ORI (LUT, 9 DNNiGaHEE)
DEFRBASE IOV, JEA B4 (Ministry of
Health, Labour and Welfare : MHLW)?, 2z LT
MR E 3R 5T (European Medicines Agency :
EMA)?%3, % OEER 5 k% BRI A A F 2
AVELTRD FLEDHTVE, 2D MHLW B &
O EMA DRRFHI A A K 54 27Tk, BKH
BB IR 2B 3 A HESRRIHA R ST
% (F1). REEMEREMSRF (U.S. Food and Drug
Administration : FDA) DK A A ¥ 7 4
VINFNTTARIC AR S NT WL 278, BRI %%
L TELIIIERKL Ty, T, 928
RO BN & L 2 BRBROFEARNE 2
HoERD 2FEHT 5.

1. 77 & A5 REER O A E M

e B2 R & L BRSO R K DFF
g, 77 RRIGEINE (xRS, 2L T—
ELBWI LMD THZ Do, JONE
HEHDOBAFIC B W TIE, WY (assay sensitiv-
ity) 2SINFET % 7" 7 & R iRV E AL E B MG
IR sRER (DU, 777 2 R iEERER) 250
FWLEZ 5N T SHTRE L AR %A
Wik & A iREE 2 XS 2 WP Th b, Kk
AR AR TR, IR BRI IR R 55 oD FT R
PEDSPERR T &9, YE%EBRIC Xk 2 BRI DA 1L
IR IZREETH B,

2. NREN
KD OmtEREE 2 NR E L BRSER TR,

RELHEER X OB FEHE X, DSM (Diagnostic and
Statistical Manual of Mental Disorders) 2747 &
DEWHEAEZ W THESI NS, DSM 8L,
2013 4£ 5 H 12 DSM-IV-TR #» & DSM-5 (2 312
INTDS, —EBDOPERIT OV TIZZWIHEAED(SIHE
PEIFE D E VR WSS 72 DSM-5 DA
I ORI E I, I FE TR TRA SN
T B E 7 I SREER 2L & EN D &
ko, ZNHERERL, NREMADE Mt
ZE, FEENEEmICE L - BREER A ERT 2 2
IO REER YT 5,

3. IRRRTEORE

PRI DR AER D Bty Ak - AR ORBGEIC
MY 5, WRDIZE TR, EEK TOBRERITIE & [H
BRIEEWEIE OB 120 H Ltk e,
Lo LAEEEE S U Il 2 v 723
i3, kSRR TOAMEL L OLetott
BT H ) HTREIOCBIROBEHI IR DS 0,
W FH A TRERI LR 2SR L s T B,

4, #5550

RSB C o $ 51 1 6~8 H[E 2 e X
Tw3, R co®RG ML, FRNERZ
ERE L CTEREE X MG & L ClEY) 72
MEBETHEDEADLRE, OF), K4
PR D 7z 12— E LA O SR FE I
2720 7o, H21E 8 Z A B BRI X
D772 RT3 EBEDIR I NS IERERH
% &R, EEKTIZZoBEEoLE IRz
Lwiilbhn, HRNERED?SIEEUADORS
WA A3 S 415729

5. FUEFHiiEE & R HEE
THEHLE E X, BRSO 384  HIWICER
LEZERTHY, UT2EELTRRY s n3.
- BRI I D WY CaB o & 252 52 %
EETHD L.
- MR X YL L TR A ERTH S
k.



112

R iR s (2015) 117 %2 %5

F1 K OWMEREELNRE L BRI B 2 HERHEOMIE Uk 39 %51 %)

2T E MHLW 2010 (H#4)2 EMA 2013 (/)7
VS TUOE 75 e AR Al TR MO AT R HBGABR I k2 Meat
R DBICIE U T, MR 2 B | B B (MR
o (e R ER)
1. 74~ [ P R T R s
R - VERIERER | BUBAREE L 3 1 R -
Bk
A 6~8 6 3
e DSM 435 DSM 431 % 72 1% ICD 27
2. i - b | T L
SRR, e RiE, <— T
S %W ER ’ ’ _
AT IR ) 5 s, i st &
) FEIAHEE | HAM-D %7213 MADRS D R—2 5 A v 5 D%l R
3. HRIERT —
RIXGHITER | SJOSSE, $EM%E, CCI

4. FHili#E
(GUBRBRARHT D L ZEHIH)

CEHiE L —=v S
- BT O S A% SATG

R L —= v s

5. LAeMRH

« KR + DAE F i
E DN - TP HERE SR
- PR AR
* BEOAE (it + M e

=

R
i

- MBS
- MR

- PERERERE

» SEASHERREIR

- R fpEE
cHBY R

- FRIBEREREE

< it - e

(ERT~IHERS) CHUT - kM - pREREREE | - DIAEREEE - . bR
Pk AR
i —
e — FI3E - RS 75 L —
6. BEE -
VA | ST 2 OE -

7. BERHT RO

MR, i, SR, #RE, BERXS
bk, Abt), Wit, IR, Bt
HEHE, BBRBEATEOMAE, Bk
&, AORE, PRI, FREEIE,

TV — F ORI, JingEE,

PERIZE, BERBRER &

8. RERIEN (Hilln#)

DUT oAl e it
- BRI
- R G EARR

BIFowugFngic kb st
- FlE DS A AN S N S ER D BEA IR
 FlE R RR & L R

9. Z0fk

« BB DIEL U D 26 2
© 7 v & MMEIREE T ILEER O 2

MHLW : Ministry of Health, Labour and Welfare (JE4:95#45), EMA : European Medicines Agency (FRMEHR G
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What are Considerations for Clinical Investigation of New Drugs and Treatment Techniques
for Major Depressive Disorders?

Tetsuo NAKABAYASHI

Office of New Drug 1, Pharmaceuticals and Medical Devices Agency

Major depressive disorder treatments remain unsatisfactory, and the development of
novel antidepressants is continuing. Therefore, not only the establishment of therapeutic strat-
egies to accumulate evidence on existing therapies, but also the development of novel thera-
pies is required in order to improve the medical standards.

In principle, parallel, double-blind, randomized, placebo-controlled trials are necessary to
assess new compounds for the treatment of major depressive disorders from a scientific per-
spective. To provide unambiguous evidence of antidepressant activity, well-controlled studies
with adequate designs must show efficacy with a statistically significant effect on a clinically
meaningful endpoint. For this purpose, it is important to examine all aspects of factors that
adversely affect the efficacy and safety assessment in the planning stage of clinical trials and
reduce these factors.

There are several specific characteristics of clinical trials for neuropsychiatric disorders.
Some typical features are as follows : 1) a high and variable response, 2) impact on the effect
of the baseline severity of disorders, 3) high dropout rates, 4) biases related to subjective mea-
sures of clinical symptoms. In this paper, considerations for the planning and performing of
clinical trials for major depressive disorders will be discussed based on these features.

< Author’s abstract>

<Keywords : neuropsychiatric disorders, major depressive disorder, placebo-controlled trials,

placebo response, drug development >
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