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TR THRBICMISENE N T2 & 5D H D SSRI 1X, fluoxetine,
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%,) NEE « 2N Major Depression
Ak - HE In the short—term (8 to 9 week) controlled

clinical trials of fluoxetine supporting
its effectiveness in the treatment of
Major Depressive Disorder, patients were
administered fluoxetine doses of 10 to 20
mg/day. Treatment should be initiated
with a dose of 10 or 20 mg/day. After 1 week
at 10 mg/day, the dose should be increased
to 20 mg/day. However, due to higher
plasma levels in lower weight children,
the starting and target dose in this group
may be 10 mg/day. A dose increase to 20
mg/day may be considered after several
weeks if insufficient clinical

improvement is observed.

{ii % Antidepressants increased the risk
compared to placebo of suicidal thinking
and behavior (suicidality) in children,
adolescents, and young adults in
short—term studies of Major Depressive
Disorder (MDD) and other psychiatric
disorders. Anyone considering the use of
PROZAC or any other antidepressant in a
child, adolescent, or young adult must
balance this risk with the clinical need
Short—-term studies did not show an
increase in the risk of suicidality with

antidepressants compared to placebo in
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adults beyond age 24; there was a
reduction in risk with antidepressants
compared to placebo in adults aged 65 and
older. Depression and certain other
psychiatric disorders are themselves
associated with increases in the

risk of suicide. Patients of all ages who
are started on antidepressant therapy
should be monitored appropriately and
observed closely for clinical worsening,
suicidality, or unusual changes in
behavior. Families and caregivers should
be advised of the need for close
observation and communication with the
prescriber. PROZAC is approved for use in

pediatric patients with MDD and Obsessive
Compulsive Disorder (0CD)
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A KT A The Texas Children s Medication
N4 algorithm project (CMAP)
ZhRE « BN Major depressive disorder

(FE7213%)
He « DRI E
WD & D Rk
1% PIT)
Ak - HE SSRIs (Monotherapy). Because
‘(jif:biﬁﬁ medications may differ in  their
§§;>§§;§%éi§ potential benefit and risk profiles and
% H7) given recent FDA box warnings applying

to all antidepressants, parents or
guardians should provide informed
consent for each separate medication

initiated. Entering into stage 1 is based
on the clinician and family agreeing
that medication is indicated. A patient

entering stage 1 is either treatment

na 1ve for the current episode or

received an inadequate trial (e.g.,

dose or duration,

The

inadequate

non—algorithm medication).
recommended monotherapy antidepressants
stage 1 are the SSRIs fluoxetine,

Three SSRIs

for
sertraline, or citalopram.
have at least one RCT demonstrating

efficacy compared with placebo on

the a priori determined primary
outcome: fluoxetine (Emslie et
al., 1997a, 2002; Treatment for

Adolescents With Depression Study [TADS]
Team, 2004), sertraline (Wagner et al.,

2003), and citalopram (Wagner et al.,

2004b). One acute trial of citalopram
showed greater symptom response
compared with placebo (Wagner et
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al.,

2004b). A second study, which was
conducted in Europe beginning in 1996,
was negative (i.e., unable to distinguish
between citalopram and placebo). In the
latter study, both inpatients and
outpatients were included and more than
two thirds of patients were also

receiving concurrent psychotherapy (von

Knorring et al., 2006) . Two
identically designed RCTs of
sertraline versus placebo were

prospectively pooled to gain greater
statistical power, and the results
were positive for sertraline (Wagner et
al., 2003). These two RCTs were reported
separately to the FDA to satisfy
requirements for a 6-month patent
extension, and individually were
negative. The FDA requires two positive
acute trials for approval of an
indication, and the FDA concluded that
these studies individually did not
support efficacy for sertraline.
Because it was prospectively determined
that efficacy analyses would be performed
on the total sample, the consensus panel
accepted this as a positive acute study

for sertraline.

A RZ A | Hughes CWet al, Texas Children’sMedication

D AR LG5 Algorithm Project: wupdate from Texas
Consensus Conference Panel on Medication
Treatment of Childhood Major Depressive
Disorder. J Am Acad Child Adolesc
Psychiatry. 46(6):667-86 2007

i %

WA RKTA Depression in Children and Young
Vg People: Identification and management

in primary, community and secondary
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Following multidisciplinary review,
if moderate to severe depression in a
young person (12-18  vyears) is
unresponsive to a specific
psychological therapy after four to
six sessions, fluoxetine should be
offered. Following multidisciplinary
review, if moderate to severe
depression in a child (5-11 years) is
unresponsive to a specific
psychological therapy after four to
six sessions, the addition of
fluoxetine should be cautiously
considered, although the evidence for
its effectiveness in this age group is

not established.
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Fluoxetine (up to 40 mg/day for 7 to 12
weeks) showed efficacy across a range of
outcomes in 7-18-year-olds. When compared
with placebo, fluoxetine produced
clinically important improvement in
depressive symptoms (when measured with a
clinician completed rating scale) and
improved the likelihood of both remission
and response to treatment, and had a
positive impact regarding general clinical
improvement and the severity of depression.
Evidence 1is 1inconclusive regarding the
impact on functional status. The relative
risk of serious adverse events and suicidal
behaviour 1is difficult to interpret
because of wide confidence intervals,
although the rate of harm—related adverse

events and suicidal behaviour/ ideation was
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higher in fluoxetine than placebo-treated

patients. However, there is evidence that

fluoxetine is less likely than placebo to
lead to discontinuation of treatment for

any reason. Treatment—emergent adverse

events were generally similar between

fluoxetine and placebo with the exception
of hyperkinesias, headache and skin rash,
there is evidence

where suggesting

increased risk for fluoxetine

HARTA
D IR

National Clinical Practice Guideline

Number 28 developed by National

Collaborating Centre for Mental Health
commissioned by the National Institute

for Clinical Excellence
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1) EANOHEEZMHKREBRICEL TITES P RMERE (EPEE) 2B L7,
Fluoxetine B L OVEEAE AL LR 2 Keyword & L THiZEZ L. O O SCHERANZEIR
Shiz (201149 A 25 H),

2) WESMCEIT D BRI EEBRICEI LTI pubmed & M. fluoxetine double
blind clinical trial child major depression % Key word & L CHiZE % L. 30
DICERASER S 4072 (201149 A 26 A), 2D 30 b2 A b, B2 L,
FERT/NE D 5 D9 D HEE 2 L HL R T fluoxetine WA Th o 7c 4 I L
7

<HWgHM T I 1T D Bl R T B 5 >

1) Emslie GJ, Heiligenstein JH, Hoog SL et al. (2004), Fluoxetine treatment for

prevention of relapse of depression in children and adolescents: a double-blind,
placebo-controlled study. J Am Acad Child Adolesc Psychiatry 43:1397-1405

2) Emslie GJ, Heiligenstein JH, Wagner KD et al. (2002), Fluoxetine for acute
treatment of depression 1in children and adolescents: a placebo—
controlled, randomized <clinical trial. J Am Acad Child Adolesc Psychiatry
41:1205-1215

3) Emslie GJ, Rush AJ, Weinberg WA (1997), A double-blind, randomized,
placebo—controlled trial of fluoxetine in children and adolescents with
depression. Arch Gen Psychiatry 54:1031-1037

4) Treatment for Adolescents With Depression Study (TADS) Team (2004),
Fluoxetine, cognitive-behavioral therapy, and their combination for
adolescents with depression: Treatment for Adolescents With Depression Study
(TADS) randomized control trial. JAMA 292:807-820

< BARITEB T D R AR >

1) 7L

(2) Peer-reviewed journal MG, A ¥ « 7F U T AEDOHR SR

1) Efficacy of antidepressants in juvenile depression: meta—analysis. Tsapakis EM,
Soldani F, Tondo L, Baldessarini RJ. Br J Psychiatry. 2008 Jul;193(1):10-7.

2) Cochrane Database Syst Rev. 2007 Jul 18; (3) :CD004851. Review.

3) Efficacy of antidepressants in child and adolescent depression: a meta—analytic
study. Papanikolaou K, Richardson C, Pehlivanidis A, Papadopoulou-Daifoti Z. J
Neural Transm. 2006 Mar;113(3) :399-415 72 E#EL D review & A X figHric L 0 /N SSRI
DHIEDRRIBINTEY | FIT fluoxetine DFMEIEE VY, — 5 T, /NEHI T BEEHIC
EERTCTIHEW TiX effect size /NS WZ & BREITHO U R NHFEETDHZ EHRET
WD,
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SSRI Fluoxetine
Emslie | FL48 T-17 % 20mg 8 F1(56%) > PL (33%)
(1997) PL48 13-18 5% 10-40mg M | F1 (41%) >PL (20%)
Emslie | FL109 T-17 % 10-40mg 8 Com (71.0%) >FL(60.6%)
(2002) PL110 W | >CBT(43.2%) =PL(34./8%)
March ( 2004) | FL109 12
CBT111 il
Com107
PL 112
Citalopram Cit89 T-17 3% 20-40mg 8 Cit (36%) >PL (24%
Wagner PL 85 13-18 & | 1-40mg | Cit(42%) >P1(25%)
(2004) Cit 124 12
Von Knorring | P1 120 |
(2006)
Sertraline Sert189 6-17 7% 50-200mg 10 | Ser (69%) >PL (59%
Wagner | PL187 Bl
(2003)
Paroxetine Pax 93 12-18 5% | 20-40mg 8 Pax (66. 7%) =IMI (58. 5%) =PL (55. 2%)
Keller IMI 95 T-17 % 50-300mg 1 | Pax(48.5%) =P (46. 0%
(2001) PL 87 1 3-18 | 10-50mg 8 Pax (60. 5%) =PL (58. 2%
Emslie (2006) Pax 104 | % 20-40mg bl
Berard (2006) PL 102 12
Pax 182 bl
PL 93
Escitalpram Escit 6-17 mk 10-20m g | 8 Escit (45.7%) =PL (37.9%)
Wagner (2 0O 133 bl
06) PL 1 3
3
e Mitrazapine Mirt 7-18 % 15-45m g | 8 Mirt (59.8%) =p 1 |(56. 8%
D 8 2 7-18 % 15-45mg | Mirt(53.7%) =PL(41,5%)
it Organon (2000) P1 44 8
Study 1 Mirt 8 |

11
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Study2 8

P1 45
Venlafaxine Ven20 8-17 % 37.5-Tbhmg | 6 PL=Ven
Mandoki P1 20 # | Study1 Ven(63%)=P](51%)
(1997) Ven 169 | 7-17 % 226mg £ | 8 | Study2 Ven(76%)=P1(67%)
Emsle (2007) | P1 165 KS S|

EFEIFNRD 5 S ~D 7T & ARk REEE 2L LEEGRBR O 5 R & 73708 fluoxetine DA
BIMEDR R KL RERTWD,

(3) BB EF~OFEENIGRK L L TORRBCIRN

<WEAMT I T D HFESE >
1) Rutter’ s child and adolescent psychiatry
2) Dulcan’ s textbook of child and adolescent psychiatry 72 & FR K DFEUHER) 72 2
B EZ T SSRI 512 fluoxetine AA/NEDHLH DD — I L L T s n <
W5,
<HARIZBT 2HFEHE >
1) FEERE 9% /NER 48 (5)  T69-774 2007
2)  FHEHEIR FELORSES BT T DIER - SEREEO TGRS« BEIRKE
fEESE P 327-331, 2006
AARCTH D DO B LCIE SSRI BAHER XN TV AN AATO evidence B {F
ELRNWZDIZBE L LTREIh TN,

(4) FRUTMBEBFEOBIRAA BT A > ~DFLHEIRBL
<WIMZB T DHA FT A F>

1) AFUADNICEFLLOT AV 4 LEEFRHIEIHEFES (AMCAP) DT A BT A > TiE
SSRI FIZ fluoxetine 28419 DD H — BN L L TRBM SN TWDHNICEDTA KT A
TIEPFENSEIED 5 DI L TH 9 DEOE 25K eh ik O B F TITHER S h
TW5, The Texas Children s Medication algorithm project (CMAP) %, #{E
BB THIMEN RSN TV 320 SSRI 35 —RINFEL L L THERR I T 5,
T AU A/NEEF 2 ( the American Academy of Pediatrics) OH A K7 A4 Tl
fluoxetine WPr 9 DI L L THER I L TW 5,

<HRIZBILHA RTA F>

1) 72l

(5) BEENKITIR D AITORGRRERMAE N ORMAEHERE (B (1) B o
<
L
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FHABEE « ZHEIZ DN T >
nurmﬁmmg LR - DRI oo - 5ok ME) sk Lz, BK
THEM S A7 BRI Ot G B /NI (6 225 18 5%) @ 9 DIRMBETH Y  KED 7K
BINT WD ZhEe - 2FE B 15200 &7 o TWnWbH I L, YHRERODWANET
DSM-TV-TR % Ef KRB CITH W TR W EWNSTEN < AFOEERHRE T 1520 &
HWE THDREE] L TWbd b, Fo, AHORBEIZEB I TWDHRADHLH D
FEDEE « R 100§« 9 DRHE] Lo TNDH T &,

<HEEME - HEICOWT>
1)%%%Wiﬁﬁiﬂ>&%krﬁi’$ﬂﬂﬁ%f%é’k%%mﬁé Bl KA T
XL kRE. BECRTAK B =B & VNRIZIE fluoxetine LT 1 H 1 [H]
10-20mg Z AR EGT L . &k | F - iE RIS WE KT . ME T 1E
MLl ko MEZH T TITW, 1 B & mHE | iMmg%ﬂz@m LT L L B OE
Y LTH08. K BT D K& WK Ao Hik B8 Kok #BHEE -l &)
IZOWTIE, Eficsnd AARANBERNGORKRBRNK MELEEL TRET D2 LDHE
UcthdreEXD
<FGRBINLESITFIZHONWT >
1) EEEIKN fluoxetine (L, BRI b=V IAAHEI (SSRI) H Y, 1EHAMK
i3tk 7 ATcota b= OFRVIADRELZ X LN TW5H, BILE SSRI (T/h 2
DHOFFDE—BIRIEL LTKREAFY ZADOHA RIA L TIHMBESTONTWAERA
HTIINROBIREBR S ITONTE LT, AL L OLZ 2R L TH72RW, KT
DINFD D DI DOFIEFED G & 5 DI H D RIEDOAEGBII AR EEZEZ LD,

4. FEfT N EHBROME L O TIER

1) 9 ORIEAARTH/NROK 3-8RTHIET 2 L WG S TR Y EEIEN fluoxetine
NDO=—RFENHLDOLEEFEZBND, H$T®mmm®#50%@7??fﬁﬁ%mm
BEABRORLPNT 72 < BARND/NRICET 2 AL L 2N BT TE 5 &
5f&ﬁﬁﬁﬁ%ﬁ%ﬁOD?Qﬁ’@b?%%&%zéoﬂiﬂvﬁkauﬁ%@%ﬁaﬁtﬁﬁﬁkrﬁﬁ<‘:2|K¥K“C“
Fi SN DKM BRAAE & N WRER XS, R TOmKRAR 72 b
AN OWNTIE, BRKARBIFFOBKRAR 70 ba b B EIZ LR 65 H
L. WEAREICHEBZITW NS 77 B RNEER SRR A 5 5 2 &
WU L EZX D,

5. %5
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	（１）無作為化比較試験、薬物動態試験等に係る公表文献としての報告状況
	（２）Peer-reviewed journalの総説、メタ・アナリシス等の報告状況
	（３）教科書等への標準的治療としての記載状況
	（４）学会又は組織等の診療ガイドラインへの記載状況
	（５）要望内容に係る本邦での臨床試験成績及び臨床使用実態（上記（１）以外）について
	（６）上記の（１）から（５）を踏まえた要望の妥当性について

