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# = ~ HAMD-17 scores: mean change from baseline to
endpoint comparison T 46
27 ~ETHBEER % Beck Depression Inventory scores 2. »< s
P47
# = ~ Beck Depression Inventory scores : mean change from
baseline to endpoint comparison 747

£~ £ 7R § R & & Pittsburgh Sleep Quality Index 2. »< s

T 48
# ~ ~ Pittsburgh Sleep Quality Index : mean change from baseline to
endpoint comparison T 48

# 1~ Responder analysis according HAMD-17 reduction and CGlI-I

T 49
F. -+ ~ &%t Quality of life (SF-36)2. »< /&
¥ 50
# -+ — ~ Summary of Repeated-measure ANOVA for each component of
SF-36 [

+

# -+ = ~ #-{¥$ Secondary outcomes 2z »xj&: 2-month mean changes
from baseline to endpoint comparison 7. 52



(z) ? >~ &

P TSR EY AREE L TR cE
oy BsEA L HiEd
SRR e Y T

i LA W%ﬁ%%?:‘ FF R

(=) B eh: AEB D e F B A R SR EE?&E@% ) PR
S UPEL/ Sn S Ol & [PEY SN s S8 S H L o L TRn B W R
Mo ERE T EE Ll 2R 0 LT nﬁ»ﬁﬁ%ﬁ@-\#m@é‘w e e
(CERE D EPoRREY ok RB R AR > TP 5 kD
FRRFER 0 2 R gy L E AR S B R g R L
B ged FEMioRdd FHREFER IR 2 v el 70 B 20RE
A TRk Frors SEFFE S PRG X 30~49%n B S kA2
TR L ipis > mE AR EMRE T t“&rlﬁ’iﬁﬁim@ﬁw AL o o)
Tk kAL > 7 G rcef 2 30 5 R ARy Rl TEY o Bt rdp 4 A
% s eng P p oy b iR Ao 2 b 0 TR E 0 B
FHFY o

CMHEE3 2 I AR prAr T 2L i B ERDERR
ok o AT T A RI(L)FB A SR 4 b B 415 e (verum
acupuncture) - £ 15 % > 23R 2 B e o (2)F M ALK 4 BATS
B fe(sham acupuncture) = 15 A » ¥ 5 12 A R @Bk 0 F AL F F 4
FlioRa = > AP NFafhiz ) T 7 BRI TRAEICE TR @ % 7S
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T A o & STAR*D ( Sequenced Treatment Alternatives to Relieve
Depression) # % # » 3 3 2=~ 2 - Dk H 2 BX 5 - ALEL
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ERESEER P EI FELC & *%iﬁ“ﬂ’?iﬁ@@@
Feepreivy FRER > Flr A aSiohick B2 2D 28R
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A et B OAJROIR G o e F g R R

- B AR EZEI R SR LSRRI ET R
BE- By ko Y PR AERNTERE oD AR
AR RF LR 5 g B EE A (HAMD-17) 5 & » s L 42 8 + 3%
50% > @ ¥ B %3 X B E A (HAMD-17) 4 i | 3> 7 4 » 5 B X * -
ﬁﬁﬁﬁﬁﬁﬁx e EZED R 2ERERF ¥ Rane kK T
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fatty acids) ¥ - & E i % A BIAPH & Hing o L b 5 (h T RA
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¥ Se SRS SR ¥ 2 Pl RS (standard antidepressant
therapy) - > ¥£0 & F ehip ok ®k o @ 350 fek R WA~ EAE T
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e 350 3N B E £ (17-item Hamilton Rating Scale for Depression i £
HAMD-17) ~ £ < & # £ % (Beck Depression Inventory f§ # BDI) ~ f&/%
EH e % £ £ (Clinical Global Impressions f§ i CGI) ~ Pittsburgh Sleep
Quality Index (PSS)f- SF-36 ¥ < & % -
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3. BmFIFR
(1) 24 F& A4
[1] Biogenic Amines™: et & & ¥ #£ 4% 3| 1= 48 biogenic amines 1
i @Y F 4 serotonin ~ norepinephrine®® - dopamine:
(a) serotonin: serotonin system 3 * {7 (ascending) =™ {7 (descending )
B4 AP T E kA & st s] spinal cord fr pain perception $ B e

Fan

#X @ limbic brain regios # 4= : hippocampus -~ amygdala ~ temporal lobe >
prefrontal cortex - basal forebrain - striatum - nucleus accumbens > §= thalamus
% 3F 7 % p brain stem neurotransmitter centers £7serotonin neurons =73
5> 1€ _SSRI (‘selective serotonin reuptake inhibitors ) #ui |4 & # % 5
R cuf 22 ¥ rde s o serotonin fe R W g ek R 0 ¥ b B KR4
serotonin depletion &% » = ¢ FRAEWREF L > L5 B jip B,
B £ F e CSF p crrserotonin metabolites Sk B Ap ¥ 1 F A S w /] 45

_+ & serotonin reuptake sites » vt g1 b 3.

s 22

(b) norepinephrine: Fez + ¢ * 2 5 H % fr4| norepinephrine w 4z i% *
e A 0 13 = post synaptic B—adrenergic receptors £ downregulation
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H_receptors sz 14 (sensitivity) T "% % 5 - Z_& % 7z f- norepinephrine
7 B chEc B 33 45 0 norepinephrine neuron + £ presynaptic

a 2-autoreceptors ¥ 12 24 ¥ norepinephrine 7§ #x > serotonin neuron £ %
e g 1-receptor ¢ iZ#> serotonin 3§ 2 » serotonin neuron fH R + £
a 2-heteroreceptor ¢ #r+] serotonin 3 » F|t #F 2 antagonist F
* 1 Mirtazepine £ 4 +i8 &) (7% s ¥ o

(¢) dopamine® : % 4 reserpine ¥ 14 #- dopamine BriF ch— 55 i R %
BfEA b & W3R g o Parkinson’s disease s & 5§ 40%:h% v b £
o & # o > F8 & bupropion .- 82 F dopamin and norepinephrine
reuptake inhibitor % s b & > ¥ 0 EF An R R R o w0t
mesolimbic pathway = it 4 A » 7 5 3 R ¥R 524 o

[2] Other Neurotransmitters

(a) Cholinergic neurons : cholinergic neurons =t i* = & monoamine
systems ¥ 2 3 f&* - G4 cholinergic agonist ¢ #5< & Wk - # 2
TG RERRE 0 4 ¢ RPER I iR G wE Fp g (TR o

(b) v -Aminobutyric acid(GABA) : GABA # monoamine pathways
3 Pl es i o £ 2§ 4 mesocortical and mesolimbic systems > & # &
£ & CSF p e GABA & & 7 "% > antidepressants ¢ @ GABA receptors 2
4 upregulation - 7 = GABAergic medications » 7 eyl (v * o
(c) Glutamate : N-methyl-D-aspartate(NMDA) receptor i & iF * ¢ &
= neurotoxic aptosis > & # VR 4 frR Wp ek B i o 4o}
hypercortisolemia s+ e %% %%, & % 3% hippocampus ¢ 5~ 5 =
% 4 %4 = 4§ NMDA antagonist 2 L2 § ] iv* o

[3] Neuropeptides : neuropeptides # = NE ~ serotonin ~ DA ~ GABA -
S 3T COP N A N S

(a) Opioids : P @ v — 2 F77 € ¥ 3% opioids i& * % refractory
depression ;5% ** % » opioids € # & NE ~ serotonin §- DA chi®# » &

¥ Em L &+ 0 # > morphine, methadone {- fentanyl <>
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neuroendocrine effects & i ¢ v T 45 ¥ o

(b) Somatostatin : 4 i# # human brain =~ hypothalamus, amygdala f=
nucleus accumbens @ > fepEf ~ & S feiE R R A E G B Y0 Bk o
- Atk > BE R £ % 1 CSF somatostatin Uk R R A o
(c)NeuropeptideY: 1 & Av\ i >~ gz (locus coeruleus ), paraventricular
nucleus of the hypothalamus, septohippocampal neurons, nucleus of solitary
tract, ventral lateral medulla, amygdala, hippocampus, cerebral cortex, basal
ganglia f- thalamus p *, 7 A G 2E¥ B2 ad P F %Y i e
pituitary hormone release, autonomic function e 4 2% % 7 5 § B **
Yod ma e A s tad Y A A SR EE R Ko AL K e CSF
¢ 1 neuropeptide Y Jk R Ap¥T I > A 2 frR R EFHERELEL
LN )

[4] Second Messengers and Intracellular Cascades

= #& monoamine systems & postsynaptic signal transduction 24 G
proteins 3 % *7 ki > G protein ¥ M E & 5 F it & EFrFIF S G
protein-binding enzymes 5 5c 0 &|4ciE it adenylate cyclase,
phospholipase C, phosphodiesterase % enzymes » & # 3F % 4p ¥+2_ second
messengers > )4~ CAMP, cGMP, inositol triphosphate, diacylglycerol,
calcium-calmodulin & » ®% & 7% | ek F|A fFpathway » P 32 5
brain-derived neurotrophic factor (BDNF ) =33 4« # # £_NE- and
serotonin-enhancing drugs ;5§ & 4 s = final common pathway**

[ 5] Alterations of Hormonal Regulation

(a) Hypothalamic-Pituitary-AdrenaI axis : L H R A Jrd 5 E g
g e gm0 & PR 4 % 2 g0 hypercortisolemia #
WBDNF th# AT % @ i A4 A b i Hegg 0 4 2 _cell death™
45, 46 o

(b) Hypothalamic-Pituitary-Thyroid axis : # ;& H;Tgﬁ et gAY
S ’;ﬁi% E Tes F B E ek o
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(c)Growth hormone: GH 4 ;4 2 ] NE4e DA 1§ 4 %> serotonin
4 s € % F| somatostatin fe CRH #2458 » & #x & % < CSF
somatostatin J& & i< o

(¢) Hypothalamic-Pituitary-Gonadal Axis : -+ {43 7 R i F e {
# ) i i ¥2fv estrogen % progesterone § B o B W4 F - & TRk B A
12 testosteron % 3 4o F A F T o

2. 3 BRFE

[1] Family studies : 2P § A% 5 c04 oo 0 @ ¥ b SR RARERIT 0
Tt /Tfékrs » bl4e A2 - 5 mood disorders > & i #-5 10~25% ¢k
Fts g 0 BEMY 3 mood dlsorders pFo ik 20~50% e s 6 o

[2] Adoption studies : AE &A1 3 ¥ 4R (8 X BB fod @ _'ﬂ—% 2 e

IREBRTF - 4m % > fF unipolar probands 72%¢ 5 3 ® 3 B el
ERLBWRE - FROROPBEa M o
[3] Twin studies : monozygotic twins %3¢ 545 7 o 0% 5 % 2 50~70%

R 4 o

[4] Linkage studies : gene-mapping studies % i . chromosome 2 £
CREB1 locus fr& # & 3 5 7 «0f if |+ > & chromosome 17(17911.1-12)
+ 7 SERT gene (5-HTTLPR) > 3 long form 4= short form =
polymorphisms > 2 L& 5 ss genotype 14 vt 4= & 5 [l genotypes & Is
genotypes 04 { % 4 @R B @afop Yo

3. ILA ¢ F
(1) 2 RF e RS 0 BRI EF Lh- 24l 2R
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(2] 4B FRG - BRI RETE SRR K g
TS IEE Y TECE TR Y IR o F YRS S AT
RS EY T

[3]zn 7w 12 & 18 25 (Cognitive Theory) : Aaron Beck # 41— T & # g 9
B 4 tgnded dnfd f (L) HTp A anERAEe |50 (2) TR
e AR R AT X 4 (3) HTA kbl FAg &

[4]% ¥ eng et g (Learned Helplessness) : £ ¥ - f#a#7 1 # 4+ & ¥
RN R - TR AR T L S R i Rl
MENMicERE A EENARRM 5 B R R AL
RBAEZEFTLEFRFR - heE LA EFFEHE FLinhpPFaitad
Bl B B AR R R A ER G G d

)4

Rt -N 1
[ 1]Pharmacologic Treatment

FMH R e AN OREERLF > PP EHIREY
Alefret RIRKIPLF 500 - HERE UGB 6~8 a2 1817
50~75%:15 o (Rt scd + ¥ 50%11 + ) s % A 25~33%:k
B > PE R R B APEA  FR G M bl L 25 F e
R B u??om’}?‘a&m/ﬁ_#}fﬁﬁz’f}%q\% }%ﬁmi%iﬂ%
,éiﬁi;aéw g fr'i;aﬂifﬂ“‘m)%‘ﬁ JEiv 2R 2 4FpF > B 37 5 v R4
Beorko &3 M- IR DA Pﬁ#ﬁﬁm#m@ﬁw LS SLRNE
b ivgém A (WA ) chig * o R g SRR+ electroconvulsive
therapy(ECT) & & N ad® > — S € 2 RIFFIH 6~9 B 7 2 A > g
B o % AR o



[2] Psychotherapy

p é”f*‘?fi%%f’ﬁ Mot BN L IRAT (T G n R ﬁfr% sy 50
Ao f gAY fiﬁ%iﬁiiﬁmﬁ@f}i%ﬁ?"w’rﬁfr},%éqrﬁ@
AApy o L AL RDBYR R F W RERE & H IR AIR

[3] ECT

ECT §- f6l @R el fiok= N> 9F F 42 - FF
— s o R R E A IR R R A K 7 - ﬂ;rﬁ?;{%a
2 gERECTOR FA ¥ AFERRDRERELF L0
WA FRE AR ESTrEREpBRL LD H  frck L“*‘*#ﬂm}%‘ﬁ*’
- X 80~90%<r ok ek - MEL ISR A preh it F R
R o

/

2
fx

[4] Vagal Nerve Stimulation(\VVNS)

B AALE Y Tn R e AR b 0 VNS A 4 1w igE
Bk el 4 2w T oo %Rt # 3 left cervical vagus
nerve» 7 4 I8 @ E T necleus tractus solitarius > 2_ 15 &£ + {7 & E 7|37
5L TR B b4 amygdala cingulated, insula 4= hippocampus % % 3 °'»
B 4 R %% VNS ¢ & 7 Aebrain areas: )4 orbital cortex- lateral frontal
cortex amygdala ) 2 electroencephalogram( EEG )hfe # % it > < o
& =7 amygdala, cingulate, locus coeruleus = hypothalamus # 2 ~ % cell
activity 1 c-fos eis 15 4c 0 20— WpR & WA R MR L E
RAROFRT R EERE Py - £3F piﬁzrilﬂ@&m%&
Bidses ¢ SR RT o AHEE - B Y g g i AA 5
P N A A G H B R BP A &I o5 R A SR B R TR o

[5] Sleep Deprivation

B € LHEpEMREE > 54e rapid eye movement(REM) sleep
latency ¥5-& - early morning awakening > &% 8 > pEF] ¥t % B AL > pEAR 4] &
s IR 0 £ o 4 & 2AM T 10PM iR > 4 G 50%:h 4 ¢
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@ 5|l R R Rk B R okk R SEH D R ATRA L F

3 o

[6] Phototherapy

R RpRT 1804 Eh SRR LR FE M BERERL Y 0 2 BAL
- HRWRERY R F L & lightbox w3t p E X 1~2 ) pFend
LPE o % 5 1,500~10,000 lux > %7 B2 o FARE T bk E R
PG STl de ch MR > P L 32 ch R B S o

B o oE Bt Fre™
L@%Lﬂ§§ﬁﬁﬁ:
W o Fe Mw%ﬂjn{ﬁ—ﬁ%io@@iiiﬁ@ﬁ{
%ﬁﬂ%ﬂkm Fn Agro FREALT o BIRBHF Bk o
LEEL g Sis A @ EARFME) AW RR o A M
L@W”é{ﬁi e (F R AR R A ) R “Z@iﬁ—ﬁ SRS S
AN £ SREY LRSS S ST CTENNNT FIERRYE
%PF>64*@?*%“itﬁﬁm%%mﬁ’%%%& E W)
Ll TR AL F T ForF s (RfRAE)
wORAY O F P ERAAET C(FR - AR® >”i“4£ﬁ&ﬁ%
%u”’“&é%x’$ﬁiﬁ11’%%w4”
F(aTERGmARem) P 0 AR FEGHE S Jdo
#%%ﬁ’&%ﬁ’ﬁ$*&£ii”’“ﬁ&ﬁﬂ%JQ%’ig&
thF A2 > LREAEET S AR AL B (REF £FS)
Fa i ﬁﬂ?"*ﬁ?éﬁﬂﬁ“#él"’%ivﬁ?ﬁffié%%5‘ (FEF L% 5=
Al ) R LAY TR R kR LA R
TGt SR S E i@%\%%%iﬁwm’{ﬁﬁé
A BWrah B e o (HEFEE> -2 ep)?d
%ﬁ’%%&’r%’@ﬁ:’u@ﬁw%A%ﬁiaﬁﬂﬁﬁ%,&
o B WU HT R W E RS R -
(Fr-k =~ RFmRGHh-FopaiE F %) w: “Bfnyg 24
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EREERF BHE -

L APER LR AT m#u@’[?;%‘jl?—— ;féj&v'm/f‘a@_ it oo Bde
RART (2 e 2 @) c GRERII-BER D FaPE
Fpr2d - 3P RS m AP FANET B F e
EALERAFPELHRAF A LERDD TF ~i L8R

g 2B A2 A AR B #Bﬁim’%ffﬂl°

Pz (Famed)d 3 I8%

Mg wn 2l & 27 %a 3
AOEﬁzﬁi%ﬁ%ﬂﬂ?@%%z@L%
2N 322k ATPHES LA T v B R Bl
g7 PR R X RE SR IRE 2T E (AN
cokIF o AR 2EE) 2R Gl -

PR (FRL @) F AR BRI pE L (R
AreAh) 2 (FiEcE ) G l%nz%’”nw*mﬁif)ﬁa B
SIS SR T FTRDR RO o3 1 TR L& ARG
2B FEA G P @iﬁ%°E“€%‘J,§?sif?:}’§”ﬁiﬁﬁﬁi%ﬁ?&’ﬁ??éﬁ
BW BT o

PoRrngg s ) iR R e 20 AR R oA RE >t g

EHHHARG LRI RPF P EREE (57 F?fw,-’gv?flﬁifw
Wl M- E o RS R A BRI P RHNE
A = AR A 2R %i@@@ﬁxuwmw% P PRe%
et 2 (FokrmEREM) R AR - LERAOR
FpApofi et SAEFE G EE AFREEFARR
EREVIRE FEE SR RS R R L AL R RN
FEEL %A 50 (527 Sepd Wz >”'““E%i@’m
HEHBEF oL Fme B D ERILE R Lo A R

Lfran it FHA FEENRGEE A 5 REF o g 15 F 3
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(5) ME & rZm > ot o K28 (-REFL )

A Hlichk b EORAFFY

Lo flia ek (5% 5 K 1970 & R kgt F § a7 3 > P 9 E frd
Tl < =% 3§ & dorsal periaqueductal gray region = reticular formation
of the brain stem <34 5~ € & 2 Jrps b F (F% > @ ¥ g fiF* ¥ U4k
hypophysectomy 4= beta endorphin antiserium m fe &7 iz ok 5 I8 % o
oA Mg etana e B F ok Rk SUALE I BF > 1= A periaqueductal
gray region 4 g -2 4 @ YR 3] nuclei of raphae magnus = nucleus
reticular paragigantocellularis (RPGC ) z_ {43t 4, & @vE£ % dorsolateral
column of the medulla spinalis & 2 ¢ f&drd] % 2, ¢ Fen
neurotransmitters 5 endorphin, enkephalin = serotonin » enkephalin =
& j&_periaqueductal gray substance §= the nucleus of the periventricularis
s 2 P T nuclei of raphae magnus - i€ % A ¢ opioid receptors
A 2 supra-spinal analgesia i #* > enkephalin» i#* % & opioid
receptors # # spinal analgesia i * -Serotonin i & |_j&_nuclei of raphae
magnus 4 i » @ 4% 5+ 3| the dorsal horn of the medulla spinalis® -

i * 7 4+ (electroacupuncture ) ¥ 12 & 4 4 ;% endorphin ei® % >

v LRI 7 4@ anterior lobe of hypophysis 4 i beta endorphin f=
ATCH® » @ ® i¢46 T 4~ 7% ¥ r4% naloksan (or naloxone) §r
hypophysectomy @ fE &7 > &t J§ % fo morphin % iz 8% » -
¥ 143 B beta endorphin antiserum 3 periaqueductal gray substance
M LT > BHEfoME hT #HE 5 A 4 7 ehendorphin 4 i > 100Hz
A 24 dynorphin % 2 > 2Hz & # Methionin Enkephalin % 1 % -

2. Enkephalins 7 & # s > 4 d‘lJiér},%f",éf 7 ¥ 1) & endorphin gk
w27k 5 7§ serotonin ~ norepinephrine® chg 4 > A e o5
P T AT U4 SHT en A A Y s Aiede s 0 T Ous 4 B
Bopd 4 ot 0 BUPGERA 5 i eh B-hydroxytryptamine(5-HT) ~
dopamine(DA) -~ norepinephrine(NA): 5 & ® > % 4 #8 acupuncture ¥
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R B-HT 4o NA ent %> e .7 #2585 DA e 3> o ECT 3¢
5-HT -~ NA fr DA thik#ia ¢ 4 3887 #1720 B lag T g
&k ° 0 o8 4o serotonin e noradrenalin 4 g B 0% 4L
{EPFLFR T B Rfod ¥ = & - v il 4
¥ % foi 4o ® dopamine~norepinephrine §= 5-hydroxy-indoleacetic
acid(5-HIAA) 3k & %9 .

3. Neuropeptide Y(NPY) & + %5 # iz 2 ag fep Bk % 9 CSF
neuropeptide Y & & 4§t it 00 @ 2 B 3 trlcycllc antidepressants
ECT v repeated electroacupuncture w2 ts 0 & u B (ANPY
H 4o g g 2, e B A RE %fi,r}%mﬂﬁﬁﬁim%@ﬂ_uz
T4 Ap ke ik o

4.p-CREB e gt R 4B W~ 6 BT r1eed + 6 REd 4
T ﬂfr‘:%’ BT 504 € M4~ 9 BELX % Hippocampus # % p-CREB 3
FREM A E R EREFE-MOERF E - Efor 4 LE

X e L AR R ER S P Mol e R e e

5. Neuronal plasticity: — & & & & RE%R T a2 4 KR -4
FA G At fem g TR R P anis e 1 neurotrophic
factors -+ £ i 7 o7 it phospho-Akt pathway # B ™ sut 2
VBT © 4ok ¥t B W 3L 5 4o brain-derived neurotrophic factor
(BDNF) 3 4c ¥ iv £_NE- and serotonin-enhancing drugs i % & #
J¢ =7 final common pathway 23 » 2.3 B i e o

-\

S A TS R R RS e )I;L;‘%/ég?:

BT A E R 3F s Rk R R DTRA R S B 4
TIA#F T o > X 2% 442 {8 i538 afferent Group 111 nerve fibers :#-
S AL BIY FRA Sk By € 153 hypothalamus jgeis 3% 5 aogd 5 B g
= 4 @ 4 1 serotonin ~ norepinephrine ~ substance P ~ dopamine -
b-endorphin ~ enkephalin f= dynorphins % % > LA S8 T 7 Frsg
BERAF L fo- BRI ErRRAA DY IfrE B Nt
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B ( the plasticity of specific neuro-circuitry )* %8, & 4 T 4B ¥ 5 5
AP O FRT R R Y B GA T TARE ok B
CREB( cyclic AMP responsive element binding protein ) s ] & 3 1< T e
R R AR REEY E R R RE RS LT o

% — kK = & RCT(randomized controlled trial ) . 1998 & 2% % > #-
FfliphEr AR @RI FL Y A2 gl HRe R E R
HAMD £ £ e + 5 ¥ L 8 > w8 - J 174 2 2006 & 5 & { ~
HAGHRCT - E* 22 FfER &7 REREREDRHERL ¢ &
2o FriE A PIETS e iRt R e (% waitlist group § H R ) h
o FMAIRF BF AT G 0% fFHH DT - i s AR
R i g TieR B W e - a2 58 (effective monotherapy) - d
AR g T B e RCT b A dicgs = ) > @i L H K 5%
s> Fpt A 2008 £ 0 — F meta-analysis = & x> 7 N~ K o[ A] RCT g &
WAt 0 N B AREF ATT 4 (B R E TR T G kiR S
i & 7 HAMD {- BDI T 18 4~ » 48 ¢h SMD( standardized mean
difference of Improvement of depression ) = -0.65( 95% CI -1.18,-0.11;
P=0.02) > e E F iz~ RCT cgsk > ;N L R dp <~ > & 45 1 #7ig *
s S N (T4 S A B e s ) nh R R K
o & o ip R g X3 M oip B (AR~ BY i aysEmic)  §
Biag = N (BETHEB? A7 P REFF 8 R0 F5 -
P EER AN R A LE SRR ) Hp AR
B SRR s feen 3N ¥ L Sih7 e (£ B DSM-IV, DSM-ITI-R,
% ICD-9, ¢ B CCMD-2-R)> &_% 7 ' intent-to-treat > ;% JdZ @ %775
e ehip % > missing data 4P RJIE £ 4 T o0 FI R FRF A 2 3

2L A
B

te % o RCT ¥ £ 5 - Jp ™ s flinf o2 0 F ol AR5
Kt o #RA A e AR & B TRy E O d F A
ERLH B oo AR e o s Tk efreily £8 04
P B OZER IS A & B3 & = 4 monoamine neurotransmitters:
serotonin ~ norepinephrine 4= dopamine > 4* ilji;z%:“,f Tt a2 b R
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7 H s iT% o G4o¥ neuropeptide transmitters £ 7 3 & i®* & > Fpt &
WERA LR - HIF 0 AT %#ﬁu@%ﬁ%ﬁi;%ﬁ o P AR AT
AR T

T ot

)}rb
\\\

Rl =
1773 p

AEBR2 P G o RO A IR BT - H P MRSk o A 4t
RIS RIS I S R URET) L s R A m,é:;g;: Mok 0 7 TRE
B Rkl 2 R - FMTRHR LR RS2 e LR foi
Ee el AR > A F R HE Y ERY R FRABERILR -

27 3 E

AERATU MR DB P IR R TR ERLF IR
2 ARRRGIEE | € P R A% 7% %5 THMH-IRB 080104 » &5
2 BA PR PR PEPREFR pARL - E2 0 2R
LA AET W L BER L EEB A RS R X
FRpg o wd P - s sonlE (D) E R RS A A

F (verum acupuncture) » (2) B4+ §1 fe -8 A SR 4o B4R 175 (sham

acupuncture) > 5 & Are® i A | 3 T Awin fr 2 R0 F 42 i P & fg
AR AT URGFELERZ - fi%é*'ﬂi? WoFEE AR G- AT
L EZHHPTRELELF > RRAERL Y AT FEA 0 R516
=X eg ] yerl%: A EEREZ RZE S IEJ;?}%E% AP S R e s R
ReEFFR - I¥ 2dhfrahiReETI = FH# - 08 ;) B
111.59‘:5#&#9}?4 R e — R P2 AT RPN T > 238 77
AL EFZER FE Lo ARG AT 45 sterile stainless
steel(0.25*25mm, 0.25*40mm, manufactured for Helio Medical Supplied,
Inc. San Jose, CA 95131, USA) -

R TR L AR ARF LR FETT IR
o F* 32 8 # (Defined Daily Dose) » #| £ 4= : fluoxetine
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20mg, paroxetine 20mg, sertraline 50mg, citalopram 20mg, escitalopram
10mg, fluvoxamine 100mg, venlafaxine 75mg, trazodone 300mg,
mirtazapine 30mg, bupropion 300mg, duloxetine 60mg, meclobemide
300mg - ip R #F B A 1 A i FuiEAY g5 & & (Antipsychotics ) 2 ik
T %) (Mood stabilizers) > # 17 & * & 8 &l @ * Ritalin ~
Thyroxine ~ Buspiron ~ Lamotrigine % iz &|/5% » & 5 ¥ gt 2. B4 & 45 ¢
beta-blocker ~ hypnotics and sedatives - H #| & # ¥ 46 p Lorazepam
8mg 4p § #E > 122 & p Zolpidem 20mg ~ Triazolam 0.5mg > fr= p
Propranolol 60mg » Carteololol HCI1 10mg =] & » Jop B R 2 b @ * &
BHESE DI B P T EE LR ARDPF RS T R
A TSR o ﬂ;%\, BB e o A BRSO E S8
Fo AR R & S B Pew 2 ST o FF P R R TRARE
Fo#* g RAHEL (HAMD-17)~ L~ 2 ¥ & £(BDI-Il # = é/i)
Fv Clinical Global Impressions(CGIl ) & % ;=& fk B @ ke L 2 5
“# ¥ & * Pittsburgh Sleep Quality Index ( PSS) ;% P& & et & 4%
B Al ikt * SF-36¢ v £ AR H R 2 2B & e o
[1]= 49 ¢
WHRTDTERUEEBLFIRERERLAEF T ﬁ L h= SR
o %%?ﬁﬁ%ﬁﬁlf?%$%k&%~‘ﬁh°
[2]:E #H iR ¢
1. Z%r: &45 DSM-IV 2 2 Structure Clinical Interview for
DSM-1V - & %7 % -a‘zgf};;z&ﬁ »om 2R w el E W (e
EX

2. &#£:18 F| 70 & ;

3. Mu §E7

4. 3 < BEE L HAM-DI?)E A < >0 5 14 4 ;

5. REFALE RLLE NP RBTLAEFLERLE LAHG
EF o EATEFPRAET AR D AR FAZEFRPL LD
(L S
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(31305 18
IS EESY LRSS T ST
2. BB SR T RED LF Bl EE SR
3. FMRREEE (bl REWH L EF  RETHA L
£ A

4. BiFw B 5 FHFEY S

5 FhaHEEE

6. & H Y FuA mES ST RAE A

7. £@EAf antidepressants o R iﬁz ¢ f_jE thalln ~ Thyroxine -
Buspiron % iz e

8. SR Rl L R e (F’i‘*ﬁl‘ﬁﬁ"f ) AR - b

fo==
FREAREYALA,
9. F BRuoph S M A p Rk i (history of mania or psychosis) ;
10. 7 MEHFREEA &L F;
11. 5 p » B B % i 5] de - F',#Hﬁu%sbf‘_#
12. 5 & AR EF;
13. F B - ek FRLSGHA RS -

4.3 % i A
[1]3g & * &2
Fla ddB b RAPF R ABLRY 2R Tk FEre firRY
i By H 2 o BRI ARG 0 T B F R § 2 a R H 2 (Defined
Daily Dose ) »
(214000 F A2 5
Filleri— v VR N2 F AR E AR O S RPN A
o - v 27 B E AR BRI MR S E N Sl {rP g e
REFREIFF 52 (REFFE SRR L 0 S8 H G 4o
FHRER ) T2 LA phfrahw RIS FE - L
B flerifpr 2 feR > RE - e ENR PN AT R T 02 R
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o 3 ARSI AT FRES

5.3 BR T & ReTRE LG

(115 %

(8) A & /5% »xdp 1% (Primary outcomes) ¢ 4%: 17-item Hamilton Rating
Scale for Depression(HAMD-17 ¥ < %x) ~ Beck Depression
Inventory(BDI-1I # < %)= Clinical Global Impressions ( CGI ) -

(b)=% & i K »<dp # (Secondary outcomes ) & 3%: SF-36 2 7% & & 4
? <~ e Pittsburgh Sleep Quality Index(PSS) -

6.% >4

EREY) S UNPENE R E N 1A UL T e S S L YR L
B0 A0 S A AR B F S A Araldz BlITY e RF R o
75 & T

EBERFEORITR AP RS Y ER KT AR
W s LB RE P AR AP DT R AR L A
TEWREE Tl AR LW T i ® 2 FH L
FE PR o
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8.pFfe 4

B & 3F iﬁ e B

tCE 3 0 0 1 |2 |3 |4 |5 |6 |7 |8

e

HAM-D17 |V

2HFLE v

ERPS v

AAM-D17 v v iviviviviviv|v

« BDI

CGlI v v viv i iviviviv|v

SF-36 v v v

PSS v o v v v v | v

iof B v v v v i iviviv i v |v
6% viviviviviviv]|v

9:%% = /2
[ 1] £ #p (screening Period)
Bfegm A GMA L FFEA S 55 DSM-IV 12 2 Structure Clinical
Interview for DSM-IV(SCID-P)# 7L # % & Z&?I}i&—‘ﬁ v@m 8P A I R
SEMREF T A P E N REE A (HAM-DI7)@ A 4 2 %30 14 A
edrd A& ¥ d Blind Rater 3= % < & 8 £ (HAM-D17)
Ao R RHRAFALIAT ETERE PR REA -
[2] 2k & 4y (Baseline)
FLAFP L FHEREE, M w b Rmip 2% P 02 3
B HERLRFRPLE o tbaseline e FEFan=R AP ¢ 15
HAM-D17 ~ BDI-Il ~ CGI ~ SF-36 -~ Pittsburg Sleep Quality Index -
(317 ¥ (Treatment Period)
A 18k sk IR, &= k=5 HAM-D17 ~ BDI-II ~ CGI ~ Pittsburg
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Sleep Quality Index ~ ;o &4 %2 2 2 £ 2 5 o« SF-36 Z > % 4% %
FB8RE o FRPH L LBFYFRFINRBRFGITI N BT
& 84%%‘911‘:@95 v T ARk 2 R F] o

[4]2 & =R ik
F J& & (Response rate): Response rate % » > /i » #) i HAM-D17 #
RS A LL><<’7“50%H « F 5% CGl-l 5 1lor2 » -
*# f# 2 (Remission rate): Remission rate _& = 4 » # FF HAM-D17 & ~
e Lt kL5 50% 0 @ ¥ HAM-D17 18 4 [ 38 7 A o

<4

L&) e 1‘%’—‘—1? 3

7 2% (Adverseevent AE) Tk 5 X 3EH B~ EHK L T 4 oD
E*%gié@rﬁv~£*’ﬂ AE A £ T R E s (F
TrES) G

G- ¥ LenA R E4cpE 2 R E i (Serious Adverse Event, SAE)

AN EEE RN T BER AR F o oo FER R R

r}_ﬁj}_‘;‘#i}{‘;

1=# #c(Mild): &4F 5] 3 &7pR » v 2 nggzg F oL

2=+ R (Moderate): % A:“_E iu,ﬁk -2

3=¢ B (Severe): s 2 1 ¥ p § s
[2]w 4R = ;¢

SAE A LA A4 A R Fa@rSAERARER B2 TF BRI 4L
FreIRB 2 & b ot & 2 3% ALS -
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[3] /g ;¢

% 4 SAE e 22 S FALEBRE TITRE P AR DI AR E 0 2
FAGRENTREREGE LRI B AN SE PRk
- BRI RA S ARG AR BT RERBERRT TR
Z30 LI X FYFRREE - RAAT T LRI E o F 5 £
B SAE 2 &g e £ F] 5 AR HE T 2 R ixHEa2bigipitiz g oo ¥om

%4’5&]7;*0

IS S B
(11245 4 g mseg & 83 LRI FmnT AL e RR% P o 32
S AR E PTG o

[2]% 3% p%gﬁmﬁijg%g@éwﬁéﬁ
[Jxﬁwﬁ % b iE e RS AR b A TR A2 W B

<

—

BEPF Y iR o

2

z
[

sl

J

N

o
4

R RE 2 AR R SR st AFREY L AR E LR
student t test 4 37

& ¥ 2% 4 %34 472 58 12 intent-to-treat basis ; missing data 14
last-observation-carried-forward method rJ® > & & & % 48 > 12
Repeated-measure ANOVA # =2 > & 5% 2 5 treatment group
factors - baseline §= weekl~week8 7% & # 4 #c 5 repeated-measure time
factors » 2 group factor by time factor 3 = 3 i¥* (interaction) » ¥ {&
o 47 (post-hoc test) 14 = F& 7 3% 4 47 (1)+* # group mean
comparison > (2)t #& 5 ;5% s 7 mean changes from baseline to
endpoint > (3)72 ANCOVA = ;%\ 2 47 %5k % & & % - mean changes
from baseline to endpoint 7% % % B #-baseline scores § 7+ % & &1 -
e f #x 4 17 Response rate 4= Remission Rate 12—+ = 4§ T fio 11+ en
Kt 4rioid % SPSS10.0 & gkl 0 6 R T 0 37 a=0.05>

p-value /] >3 0, 0b E FI 33t g & o
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$- 8 BLAATR
APEHTARE A SBEF 2 FRET L RARERFIRNG 5
AL - EA P - PAARL I ANET N - PR Ry LA
BRpRELGFE L2 DpAPER ER > CEBEFRE%F
’ég, i U HEgE oIS EE 18 A friE s e 18 4 0 kR
- HETIRARZ (S0 B B EG 2 A FEZEHETRT BEE A 2T
F 7 x5 15 % # & intent-to-treatment & & > f B4 1] >
£ 3 %= sz ~ > % 29 2 A FL BT
BB F - AT RZBERETSFRAD DNRER LT
2 NEHR o el B A% £ 15 A = % 0 AR
SR ol U PR %ﬁﬁ AN EREEREY o bldo: B G
4% KA (4o - ) -
BB nA AT ek =) BT AL GG 411 Tae
# 5 44.1 # (range 20~65 years ) » T3y £ 1L 123 & liﬂf‘a)ﬁa&
REb6# THOEWEF p-ds 31T ENRBEEL TS5 2394
ErpaEdEE 4L &L 5 379 4 » Pittsburgh Sleep Quality Index £ # &
k& 29.2 0T 32 BZD dose equivalent( to 1 mg Lorazepam) = 6.9 mg ; i
iy Lt pl s 2:13 0 TisEds i 44.1 #(range 24~59 years) » T 35
FTERGIT &> TR pERy 6.7 & TOE g pdis 43
o E LB ELEAS L2245 L p ERAEELELS L4394
Pittsburgh Sleep Quality Index & # ¥ 4 % 33.1 & » -T2 BZD dose
equivalent(to 1 mg Lorazepam) = 7.4 mg > 14+ & feanfl & T4l > g F
AL+ 2 e o T ALY studentttestik T 0 A A A TR T B A F
AR A w2 MR A E 573 £ 7| Defined Daily Dose » 411 % ¥
- A i * fluoxetin 40mg > 2 % i * trazodone (300,350 mg) » 3 * @& *
duloxetine (60, 60, 60 mg) > 3 4 i& * venlafaxine (150, 150, 150 mg) > 2 4
¢ * minacipran( 100, 100 mg) » 4 * & * mirtazapine( 30, 30, 30, 30 mg) ;
Batfle > 1 4 @ * sertraline50mg » 1 4« & * seroxate 20mg > 2 4 & *
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citalopram (20,20 mg) » 2 %~ ¢ * meclobemide (300,450 mg) > 2 4 i #*
duloxetine ( 60, 60 mg) » 3 4 & * venlafaxine( 150, 150, 150 mg) > 1 % i
* minacipran 50mg > 3 4 i * mirtazapine (30, 30, 30 mg) -

¥ Sl feReles B & iy iR 1t i
J¢_baseline 3] % ~ & kg N B £ 4 (HAMD-17) ~ | < 2§ &

# (BDI-1I # = 3x) -~ Pittsburgh Sleep Quality Index(PSS)& # - Clinical
Global Impressions-improvement ( CGI-1 )& # & #cah% it 375§ »
HAMD-17 ~ BDI f= CGI-l 17 & & e 3REEF o PR @ > (Bl= ~T )
M2 G e AR I v A P e R R P A PSS PEFR S S e
E A T E A F SRR EARS 3P A antd o 3 Bt L
ERie-Hrunystsindd ik o

1 Repeated-measure ANOVA # = FEf»c > 2 -4 & 7 2 72
Zoip R N end B BP 2R A B Brr 3 EF A E R
% > HAMD-17 ~ BDI ~ PSS %2 CGI-l & & % /xR e % s g fops FF s g 32
£ M &g 3 8% (all p>0.05) » Fpt F
* 5 3 3 HAMD-17 ~ BDI 4 CGI-l fpr i 4 & %;3:)@*'3" F PR 2

£ 2 (p<0.05) > *&Ep PSS fopr ¥ 2 & s b - A E P %;:1 Wit R

(p>0.05) » #775 = f8 € & fipsfk 2% group factor & & »o it $7% i& 15

£ (all p<0.05) » F]}* £ 5 ™4 Repeated-measure ANOVA & Z_> & 71 =
2 e7HAMD-17,BDI, PSS, CGI-l sz L& F & £ 2 DI FcnL B o

£ F £ 2 post-hoc tests » #7# e B £ B > Vickersetal 3 1) &~
TRk R hS o kR - BAEEDOEE F
Repeated-measure ANOVA # & & friew| iz 3 iT% 5 1§ R+ R
2 e R RO T 2 AR A 47 0(1)v # endpoint scores
e P R 5 (2) v #% mean change from baseline to the endpoint = ;% &
e Z 2 > (3) 17 ANCOVA #-5% » # baseline scores ¥ = & % fc » 1t
# mean change from baseline to the endpoint = ;% » 47 2 ¥ £ 8 %

=& 7 & % HAMD-17 £ 4 & % group means - 32 (g st §i %
o7 AR 257 8@ ey RN I L R om e

MR B A5 A B vl eiT
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T 308 A WA A BT 391F 4 (allp<0.05: #4447 R E /2R 4%
PO A D EFRAFEARL > LRI R A S eTs
74 5 1400+ 1.71 (mean + se) » 4§ 2 T 358 & 5 20.80£2.36; % =
% 3R * mean change from baseline to the endpoint = ;% 4 47 HAMD-17
AR T A ARHE BN BERI S ATl LR o B4
Z:x2 ANCOVA = V2475 2 A% ~ FFFarmean change from baseline
to endpoint =% 2 X £ > 2 HAMD-17 baseline score § ¥+ S #cpF » #r
TOUERA e gRE 4 Bt i B ( F(1,26)=4.525, p=0.043 ) -

# I #f & & ¥ BDI & £ & 2 group means 32 g st g % o o B
¥ 27 8%A G E A enL B o A 2 e T 0 A 0 A
flietmiE s (allp<0.05) @ ¥ "g F @k P i 4e » Z R AX< > f&
NGRS e T9E s 5 2527 +5.14 (mean £ se ) 0 BAH ] T 350E
& & 42.00+2.68 ; # = %5 i¢ * mean change from baseline to the
endpoint = ;% 2 47 BDI £ 2 e it > A% % 783 F » a4 wmlis
o€ B ¥ £ B (p<0.05) £ 12 ANCOVA = X445 ot % N ik pen
mean change from baseline to endpoint % % % £ » #- BDI baseline score
FEBEPE VER A eare ] B ent B4 (F(1,26)=5.367,
p=0.029) -

% = 3 & 7 & ¥ Pittsburgh Sleep Quality Index(PSS)pem & % & &
group means 32 E et fiie & o Biom % 34578k A Bty i
Pl ez B ooo@ B4t ﬁT'J fo TSR o WA AN T e A (7 4 AR TL
Fon PEFR S AR R ARYT )0 A% N PRSP T 9R A L 2353 +
3.63(mean + se) » 4§ e T 328 A 5 32.4+1.73; % ~ & 5% & * mean
change from baseline to the endpoint = ;% & 47 PSS & % en% it » & X 5t &
WL B Ep) LRI A e ankg ¥ AL B (p>0.05) 0 :xt ANCOVA = 3% &
177 2 A% ~ 3 pF e mean change from baseline to endpoint =% 2 1 8 |
#- PSS baseline score § £ % #cpF > 1728 A w0 7 3] e gL 3 St
i B (F(1,26)=4.043, p=0.055) -

CGl-l &% ~iFprenT oL g e s 267+ 0.30(mean+se) >
Batfe s 3472024 3 2@k B S 2 RA T it d 2R > £ iR
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4t 1] 2 (p=0.047) -
5= & fciE g1 ek 5 4 47 (responder analysis)

}"TJ'*":\‘/L—‘«‘},% bOF Reen® & LTS A~ Y HAM-DL7 8 4 s i
ok &3 50028 BB % CGI-l 5 1or2 A > &4 B chgtf e chk B
5 A40% > Al EenE B 5 20% AN F AR T AETEFLR
( p>0.05) -

Fr g fflefestfled FETE 4 (SF-36) 2t &

1. » ‘e baseline sh2 /& 5% & £ (SF-36) 4§ & 4% + » {& physical
function(PF) £ %8 /= % #4 iv - role physical(RP) & #: # it *3+4| /= - bodily
pain(BP) £ %8 7% J§ #2 & » general health perceptions(GH) B + =i £ %8 i &
z_#2 & o vitality(VT) % # 5% & - social functioning(SF)A+ < #-i% > role
emotional(RE) < 32 4 & "4 2 = 42 & > mental health(MH) < 32 it & ;&

A

» physical component score(PCS) £ % % = 4 #% » {r mental component

I

score(MCS) 7t = 4 5 % -+ 3g (7 2 32 @ B ¥ e & £ 2 (all p>0.05) -

2. & f e gt 1] e B baseline ~ % w % ~ & A iFPFEE R SF-36 p ;ii
%?‘;ﬁn; » 1Y Repeated-measure ANOVA 1 2 FEfl»a s > 2 - &1 &
B2 ook > (#1%e vs Betfle) i R ~ ) 2 FRF

( repeated-measure time)en & 2l 0 B2 3 T e % o %7 A BP ¥
ARARR LT F* 55 832 F &(p<0.05)2 #t » H i dpfheha 3 1T
it g Bl p>0.05) » P time factor( repeated-measure
time)eni R sog A 177 M EF] - A BP LRk g 2R S VT B4 R
RE w1t & U4 4 EARR ¥ = IE:fgl B B st and B (all p<0.05) &
e = 3% group factor (495 vs. BT ) ha B A {7 L (E
oA GCGH BAFGELMER 2 2R VT F4 kE -MH w22 ki -
MCS w3 &tk % v 445+ & F #3*en4 £ (all p<0.05) «

3. &+ = 3 & 7 14 post-hoc tests 4 47 mean changes from baseline to
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endpomt e LR (% N3 foy - Fanc®E ) v iRES o Sl
BA e & BP L8R AR e L 2R A~ W 5 204+ 43 (meanxse)
Fr0.7£38 » % GH B A =G DR B 2 2 K crnz L 2 & » % 5 132+
51(meantse)fr25+55 4 ~ & VT &4 Rkl 2R 4 5 5 163+
5.3 (meanxse )fr 1.7£55 » ~ & MH 3@ i &k fi et L AR R & W) 5

144+ 6.4 (mean £ se )fr-4£ 6.4 » ~ & MCS w12 & dg R e L A2 & A
W% 6.34+2.0(meanxse)fr-0.9£2.4 4 > & 2 it T F koG 5

2t thi B (all p<0.05) -

4. 715 BP #4742 4p ¥ %= ANOVA % 17 - Time factor {= Group
factor e Interaction £ 7 33t FenZ B > = 2 2 Ik E PR F R E
AR ERTAL R A M FRLEFHESL Bk A
BP thH 3 & sc g 4 47:
[1]. 7 # 4+ 1) % 2% B4 ] e group simple main effect % baseline, week4
Fr week8 = i pF [ 8L+ 4+ BP score %2 5° 5 12 one-way ANOVA ~
170 Tom it bk B (p>0.05) o
[2]. 7 baseline, week4 {= week8 7 [ erap ¥ Bk + > time simple main effect
g e 41 s e ch BPscore «92 38 5 1 student t test # 2t
# o B weekd - week8 pF o 4+ 11 & o9 BP score T 3527 vt 42 B4R T e
BP:B& 45 > @ ¥ 3 P53} m—‘g,% (p:0.030 p=0.016) -

[3].~ ij&;—fm'\;ﬁfﬁiﬁiﬂ & BPscore t - % % &_baseline, week4 {- week8
ﬁi%%@%iii*%%%ﬁﬁﬁﬁé%?%ﬂ’Hﬂﬁm%Wﬂ
Ry A B A S e BPscore i baseline praE P kg L B o e

& week4 - week8 FF > &+ 11 %o e BP score e-T 3275 vt A 4§ e e BP

score :B&4F > m ¥ g E R R R o
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1% 3t
NP wn o piER E'TJ;HZ%I’E'?' o te b AT e e gt
Je 2o et g0 = A R Frdp ik (primary outcomes) b @ F5 ¢ g % @zgg
P4 LNAEEL 'fr' CGI-l  # & fcehee L A2 R | fr= & o 4h
('secondary outcomes ) - 1SF-36 4 E S HE 4 ¢ W BP YRR A2
B~GH B A =R F/%ﬁn;i‘}%\ﬁ)i VT i#E4 i~ MH w32 g & ok i fe
MCS i A g % 7 gtk anc d 2R > 355 E RIS R E i

2o iﬁliﬁ@@]iér}%@ Al UPT/ - J R A | 3&%&@@4;;&@%&@

AT enEE AT PSS £ A ancd s A efripd fleFa L B 5

#\éiljéi“\;—l‘?}\’/g 35'—7 “h’f\T’PSS EZ\ m’j‘lp ’ IlFm}P‘T’ ]k%\%ifll”]\?}
B+ Ea REELR pl"‘&g’r" A eIk B T%i‘“’?’f[ﬁaiiiﬁ?
T TN S GRS AR AT PR 5 T R h R
3L o

A& arply (1) stk Al o) (2) Afepp A R TR A
$ PRSI EFT > ¢ HfmE PR B R LR i
Waear il g L3 k0L B v 8 5 (3) 3#% ¢ blinding
&34 91 F fogp 4 2 % (assessment of expectations ) & & % &
o Fla AE&RT AFHE ”;’21 R H BT S BRI
TG BT A 0 Flpt & @ % R ) F R 2 D E oo patient blinding
BRI R 0 N ANFEH fﬁ%@ﬁlﬁ— T F £ A e u o &
RGOS EE O R T T R S i
R TR AL b ah- A ﬁﬂéﬁﬂéﬂi AR A o B v e
B R R R R F KN B ol A Rl p AR
A feeniE sl o R R BT E B L AR Ol FARR o et )J-.A,? v 4
blinding eh=v 74 &2 & > 12 2 g5 A ehflp ¥ 2% % (assessment of expectations )
Tof sz [ chAp b 42 -

11;;:1%: FRFah4r= 60 e hlefrpsfledsi B ¥ R pun
R R EERRR AR ) M BAREE AT R 0 e
s response rate 5 40% 0 @ B4+ {1 ke cresponse rate 5 20% - J. Roschke

-4
£

>§_
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etal. ™ Gfgs 4 5 # % o FB A mianserin i £ A S TN &
57 i+ % fféi‘ ik 5 8~ e o Bk R 2 (total response rate 3
HAMD £ 4 i&# 50%r + et 6))+ 7 4 18.3%°STAR*D # 5 % 3 »
i level 1 R * citalopram /o 8-12 ¥ 2 {8 < ) F 5 = & 2 — ch¥ j#
(remission rate ) » & » level 2 s ;éiﬂ” » % 4 i 3% & sertraline »
bupropion - £ venlafaxine = 7% I iF* {8y Al 18 > = ek B
K5 25% 0 i e AR %;IT 7 e 1F* 8 e R TR Ak B
Rlefuengs 4 b B3R A T AL SR A S e ok
fllechiof F RS B 28 i 11>  fr R phodi & 5 S8 17 an b W i feop
o AT R REMAIRF AT T REERT -
B F A A BOEE R S gnc L AR R 0 ¥ F S (response rate) frif
&% (remissionrate) gk = & @72 i F&k g Ik o
AFF T SRR okl BFAZNF LR el g4
AL NBHWEL CCIHIE £ {-SF-36 2 i & F~ #(H ¥? «1BP>
GH > VT > MH > MCS) e £ 42 & 45 1] Je iRt 4] > F]pt 2 45 1]
e BERE R 2 TR e 0 45 11is% % 7 F 143 & monoamine
neurotransmitters ﬁvf’r’# 5 B ¥ 3 & neuropeptides o 2t 3F 4 T end i
iT* F_&d % monoamine neurotransmitters 2. 24 & ki = & F & d
monoamine neurotransmitters z_ ¢t 0 H @ W K E L > Hlde 1 (1) &7
endorphin » neuropeptide Y®" % 2 & i® 7 M (2) #15F & fMRI 0
FEHFRT G PR A e FE g AR A T AT
(subcortical gray stucture) % % 4esff ¢ BT M R e N, 50 ag
AR R R - BFE R (3) NE T ER SRR T AN AN S
R A g A e g TR J P ehis g {eiE 1 neurotrophic
factors ~ $ig £ F Ji 7"° 4ois i phospho-Akt pathway F B ™ s izt
ko 4ok 0 o P 3L 5 & brain-derived neurotrophic factor ( BDNF)
=3 v £_NE- and serotonin-enhancing drugs 75 % & # J& < final common
pathway 32 » E_ 7 B o
_ lf_flfﬂ ;L, 25, 26, 55-57, 81-84 );§ I f&ﬁ_J. ’f\f’:!fj‘ - ﬁ': m}% 5T 0 '}‘] L ;}g_ ;EIJ
Eflin Lo 2R Mg ISR 5@;@ "Hx 7 (deqi) 7 A
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7 brain image # 17 § 4R FFfrdp B o 2 somatosensory control {1 g
ﬂhmewmmnmpﬁﬁﬁn;—piﬂghiliﬁﬁﬂé%W$$%4%%
Frond 2o BATI RS TIR L > BT HRAHF T FIRF RE S E
#3EL 2 P € 1518 collagen fiber % &+ cytoskeleton i# i %z 3 4 % Rho
kinase, Rac signaling 2 8 A R F om S8 > &k sengpic B9, &
PSR AFEF SN EfeR TR R BT E £ 3 B
)%& 3% o
BAGESE Y TR T ER R A AT ARER A Y B R R &

¢Wéb'fa RET U A G- Ak AR F A FRE R

BEERD 0 kgl Iﬂ,;;: AU HEAS - OAST A VIS A o F 2 )
W EG R R b T AR R PET study 2 7 e &
ﬁﬁﬁwﬁﬁﬁﬁi’ﬁﬁﬁﬁﬁ%L4ﬁTmFm%,#@% ]

2

2]
v RN XA ARG 0 AL RRRHAESR LR DK
Bk ,:Efm, M aud L RTGREE G T o B foh @Bk aF TR

ek BHIZL BE L0 Bl RkiEARERRES AR
B B IR0 s F|P o BRAR AR R K Ao AR AR A
Bt VO PIRB TR SR 0 AT R T - ARk R Y FE e
B ey o ® o

._\
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Fo- B oA Tl g K TR

i &1 e a1 e P-value
Pateints(n) 15 15

Sex, male/female 4/11 2/13 0.651°
Age(mean + SD), yrs 441 +12.2 441+ 91 0.987°
Educational Age( mean + SD), yrs 123+ 25 11.7+ 21 0478
Duration of illness( mean + SD), yrs 6.0+ 4.7 6.7+ 48 0.649
No. depression episodes( mean + SD) 31+ 15 43+ 34 0.101
HAMD-17( mean + SD) 22- 125G 242+ 46 0.484
BDI-II( mean + SD) 379+ 142 439+ 90 0.178
PSS( mean + SD) 29.2+ 121 33.1+ 86 0.323
Benzodiazepam dose equivalent 6.9+ 4.4 74+ 46 0731

% Fisher’s exact test  ° Student t test
SD= Standard deviation

Benzodiazepam dose equivalent= to 1mg Lorazepam
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Screened at admission (N=46) N g inclusi
ot meeting inclusion

criteria (N=10)

Assessed for Eligibility via HAMD and DSM-IV

Randomized (N=36)

Allocated to Sham acupuncture (N=18) Allocated to Verum acupuncture (N=18)

Randomized but refused to

continue for needle phobia 1

(N=3) at firsrt treatment

Randomized but refused to

continue for needle

phobia (N=3) at firsrt

Valid Intent-to-Treat Samples (N=15)

Discontinued (N=3), each one at week 2,

Valid Intent-to-Treat Samples (N=15)

Discontinued (N=0)

4, and 6 for early discharged and unable to

follow acupuncture protocol

Completers at week 8 (N=12) Completers at week 8 (N=15)

Abbreviations: HAMD=Hamilton Rating Scale for Depression, DSM-1V=Diagnostic and

Statistical Manual of Mental Disorders, forth edition
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HAMD-17
30
25
20-\‘\‘:‘\‘\1‘&—‘\/‘\A
K
o —— Sham
515
- Verum
10 F
5,
O\\\\\\\\
T T T T L O - T —
e e
2 2z =z =z =z Zz Zz 2 Z
S8 85 8 8§ 8 T
R T B B B N R B
(o R =S \C T UV U U e NS EC o)

Bl- -3 <2 AE1 Y RF

Abbreviations:HAMD-T-B=17-item Hamilton Rating Scale for Depression, Taiwaness
\ersion, at baseline; HAMD-T-1=17-item Hamilton Rating Scale for Depression,
Taiwaness Version, at weekl, HAMD-T-B 4 {|#, HAMD-T-1: 4-{]% 1 i¥;
HAMD-T-2: -] % 2 i¥; HAMD-T-3: ¢-4]% 3 i¥; HAMD-T-:4 4-1]% 4 i¥;
HAMD-T-5: 4#-{1% 5 i¥; HAMD-T-6: 4% 6 i¥; HAMD-T-7: &-9]% 7 i¥;
HAMD-T-8: 4-11]% 8 i¥;

Sham: E4-{] % ; Verum: &-{| e

4



BDI

50

451

M EaN

0

=& Sham

5r == Verum

20 r

151

BDI-B BDI-1 BDI-2 BDI-3 BDI4 BDIS BDR6 BDI-7 BDI-8

Bz LR EL BBy E

Abbreviations: BDI-B= Beck Depression Inventory at baseline, BDI-1= Beck Depression
Inventory at week 1, BDI-B 4+ %=, BDI-1: 4-11 % 1 i¥; BDI-2: 4-1] % 2 i¥; BDI-3:
41 % 3ik; BDI-4: 4-7]% 43%;BDI-5: 411 % 5i¥; BDI-6: 4-7| % 6 it; BDI-7: 4+
T1% 73%;BDI-8: 4% 8iF

Sham: B4+ % ; Verum: 4-11 &
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35

30

B

Pittsburgh Sleep Quality Index

./‘\/‘__*\*\‘/ﬁ\‘

=& Sham
== Verum

PSS-B PSS-1 PSS-2 PSS-3 PSS-4 PSS-S P§S-6 PSS PSS-8

Bz - Pittsburgh Sleep Quality Index(PSS) & # 4~ #c% it & A §]
Abbreviations: PSS-B= Pittsburgh Sleep Quality Index at baseline, PSS-1=

Pittsburgh Sleep Quality Index at week 1, PSS-B 4*- 1%, PSS-1: 4§ % 1 i¥;

PSS-2: 44 % 2 3%; PSS-3: -4 % 3i%; PSS-4: 4-%]% 4 i%;PSS-5: -4 % 5
¥ PSS-6: 4+ % 6 i¥; PSS-7: 4% % 7 i¥; PSS-8: 41| % 8i%
Sham: #4112 ; Verum: 4§ &
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CGI-I

4.5
3.: oA /\\/\

2.5

—&— Sham
- Verum

SCore

1.5

0.5

CGIl- CGI- CGI- CGI- CGI- CGI- CGI- CGI-
1 2 3 4 5 6 7 8

Bl 7 - Clinical Global Impressions-Improvement(CGI-1) & # 4 #% i* & 4
i)

Abbreviations: CGI-1= Clinical Global Impressions-improvement at week 1, CGI-1: 4+
fl% 13%; CGI-2: &% 2i%; CCI-3: 1] % 3i¥; CGl-4: 4-71% 43%; CGI-5: &1
% 5i¥; CGI-6: 4-71% 6 i¥; CGI-7: 47| % 7 i¥; CGI-8: 4-9|% 8%

Sham: B4+ = ; Verum: 4§ &
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# = ~ Summary of Repeated-measure ANOVA for each of the rating

instruments ( Huynh-Feldt adjusted P values )

Instrument ANOVA
Group Time Interaction

HAMD-17 F(1,28)=4.535  F(8,224)=9.529 F(8,224)=1.804
P=0.042 P=0.000 P=0.141

BDI F(1,28)=1.539  F(8,224)=3.866 F(8,224)=2.579
P=0.016 P=0.010 P=0.055

PSS F(1,28)=5.121  F(8,224)=1.631 F(8,224)=0.963
P=0.032 P=0.146 P=0.449

CGl-I F(1,28)=6.078  F(8,224)=4.432 F(8,224)=1.432
P=0.02 P=0.000 P=0.200

Abbreviations: HAMD-17: 17-item Hamilton Rating Scale for Depression, BDI: Beck

Depression Inventory, PSS: Pittsburgh Sleep Quality Index, CGlI-I: Clinical Global

Impressions-improvement
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=~ £ 115 R e & HAMD-17 scores 2 %2

&7 [Z€ 2 N P E

group mean (n=15) (n=15)

at baseline,mean, SE 22.87 ,1.45 24.20 ,1.20 P=0.484
at wk1, mean, SE 20.93 ,1.69 2287 ,1.24 P=0.364
at wk2, mean, SE 18.73 ,1.34 22,93 ,1.30 P=0.032
at wk3, mean, SE 18.80 ,1.32 2153 ,1.54 P=0.189
at wk4, mean, SE 17.60 ,1.17 21.00 ,1.48 P=0.082
at wk5, mean, SE 16.40 ,1.45 2093 ,1.24 P=0.024
at wk6, mean, SE 16.47 ,1.48 19.60 ,1.35 P=0.128
at wk7, mean, SE 1573 171 21.27 ,1.69 P=0.029
at wk8, mean, SE 14.00 ,1.71 20.80 ,2.36 P=0.027

SE= standard error; at baseline: #&-%|= HAMD-17 4 #c; at wkl: 4] 1 ¥ pF
HAMD-17 4 #c; at wk2: 4-1| 2 i p* HAMD-17 4~ #&; - 32

# = ~HAMD-17 scores: mean change from baseline to endpoint comparison

Cak 4R Bt e P E
(n=15) (n=15)

Mean change

HAMD-17 baseline,mean, SE 22.87 ,1.45 2420 ,1.20 P=0.48
at wk1, mean change, SE 193 ,0.95 1.33 ,0.70 P=0.62
at wk2, mean change, SE 413 ,1.34 1.27 ,1.09 P=0.11
at wk3, mean change, SE 407 ,1.34 2.67 ,1.16 P=0.41
at wk4, mean change, SE 527 ,1.34 320 ,1.38 P=0.29
at wk5, mean change, SE 6.47 ,1.41 3.27 ,1.29 P=0.11
at wk6, mean change, SE 6.40 ,1.54 4.60 ,1.20 P=0.36
at wk7, mean change, SE 7.13 ,1.78 293 ,1.74 P=0.10
at wk8, mean change, SE 8.87 ,1.92 340 ,2.20 P=0.07

P.S. 2 ANCOVA = ;' 2 473 2 & % ~ ¥ PF 55 mean change from baseline to endpoint
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4 B % HAMD baseline score § + % #, 1% 3| F(1,26)=4.525, p=0.043
27 ~ETHBE R R —“F'f Beck Depression Inventory scores 2_ < &

e =€ VIR P i&
(n=15) (n=15)

Group mean
BDI baseline, mean, SE 37.87 ,3.67 43.87 ,2.31 P=0.178
at wk1, mean, SE 3247 ,3.92 4153 ,2.07 P=0.05
at wk2, mean, SE 30.13 ,3.88 39.80 ,2.84 P=0.05
at wk3, mean, SE 28.00 ,4.92 40.33 ,2.60 P=0.035
at wk4, mean, SE 27.47 ,4.63 40.47 291 P=0.024
at wk5, mean, SE 28.07 ,5.08 41.07 ,2.99 P=0.036
at wk6, mean, SE 27.13 ,4.87 4247 2.75 P=0.011
at wk7, mean, SE 26.53 ,5.05 43.47 ,2.80 P=0.007
at wk8, mean, SE 25.27 /5.14 42.00 ,2.68 P=0.007

# = ~ Beck Depression Inventory scores : mean change from baseline to

endpoint comparison

al NN (=€ VS P &
(n=15) (n=15)
Mean change
BDI baseline,mean(SE) 37.87 ,3.67 43.87 ,2.31 P=0.18
at wk1, mean change, SE 540 ,271 2.33 ,2.02 P=0.37
at wk2, mean change, SE 7.73 ,2.76 407 ,1.83 P=0.28
at wk3, mean change, SE 9.87 ,4.58 3.53 ,1.65 P=0.21
at wk4, mean change, SE 10.40 ,4.17 3.40 ,1.75 P=0.14
at wk5, mean change, SE 9.80 ,4.55 2.80 ,2.05 P=0.18
at wk6, mean change, SE 10.73 ,4.48 1.40 ,2.04 P=0.06
at wk7, mean change, SE 11.33 ,4.76 0.40 ,2.28 P=0.05
at wk8, mean change, SE 12.60 ,4.67 1.87 ,1.86 P=0.04

PS. © ANCOVA = ;% 42474 % % ~ i¥ P¥ & mean change from baseline to endpoint 2% 2 34 BDI

47



baseline score % + % #, ¥ 3] F(1,26)=5.367, p=0.029

Z = ~ £ 7I & @k & Pittsburgh Sleep Quality Index 2 »< /i

Eak R € 2 3/ IR P &
(n=15) (n=15)
Group mean
PSQI baseline,mean, SE 29.20 ,3.14 33.07 ,2.23 P=0.32
at wk1, mean, SE 27.13 ,2.89 33.80 ,1.92 P=0.07
at wk2, mean, SE 25.60 ,3.21 31.20 ,1.54 P=0.13
at wk3, mean, SE 27.40 ,2.83 34.20 ,1.08 P=0.04
at wk4, mean, SE 26.67 ,2.76 34.27 ,2.06 P=0.04
at wk5, mean, SE 26.53 ,2.83 33.73 ,1.74 P=0.04
at wk6, mean, SE 26.33 ,2.66 32.60 ,1.94 P=0.06
at wk7, mean, SE 23.87 ,3.02 33.67 ,1.59 P=0.001
at wk8, mean, SE 2353 ,3.63 32.40 ,1.73 P=0.039

# ~ ~ Pittsburgh Sleep Quality Index : mean change from baseline to

endpoint comparison

g VD B PiE
Mean change (n=15) (n=15)
PSQI baseline,mean, SE 29.20 ,3.14 33.07 ,2.23 0.32
at wk1, mean change, SE 2.07 ,1.07 -0.73 ,1.53 0.14
at wk2, mean change, SE 3.60 ,1.80 1.87 ,1.87 0.51
at wk3, mean change, SE 1.80 ,1.97 -1.13 ,1.82 0.28
at wk4, mean change, SE 253 ,2.27 -1.20 ,214 0.24
at wk5, mean change, SE 2.67 ,2.40 -0.67 ,2.30 0.33
at wk6, mean change, SE 287 ,1.95 047 ,235 0.44
at wk7, mean change, SE 5.33 ,2.30 -0.60 ,2.32 0.08
at wk8, mean change, SE 5.67 ,2.90 0.67 ,218 0.18

PS. m ANCOVA = ;%4 474 % 1 mean change from baseline to endpoint at week 8 7% £ 44 PSS
baseline score ¥ + % #c, ¥ | F(1,26)=4.043, p=0.055; £ 12 ANCONA = ;% & 474 % 471 mean change
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from baseline to endpoint at week 7 1% £ 44 PSS baseline score ¥ + % #,1¥ 1 F(1,26)=8.653, p=0.007

# 1, ~ Responder analysis according HAMD-17 reduction and CGI-I

BAt ] e sl LR
No or low N=12 N=9
improvement (80%) (60% )
(CGI-I1>=3 or HAMD
reduction <50%)
Medium or high N=3 N=6
improvement (20% ) (40% )

(CGI=1,2 or HAMD
reduction >=50%

x ?=1.429, df=1, p=0.427
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# -+ ~ {4 Quality of life (SF-36) 2 »< &

e [Z€ 2L VIR P-value

(n=15) (n=15)
Physical functioning 59.0 + 8.0 540 = 7.7 0.657
Role physical 233 + 96 183 + 89 0.706
Bodily pain 419 + 71 38.7 +£50 0.711
General health perceptions 33.7 47 275 + 43 0.333
Vitality 33.0 46 23.7 + 4.7 0.168
Social functioning 36.7 + 6.8 33.3 + 43 0.684
Role emotional 24.4 + 10.0 111 + 7.7 0.301
Mental health 320 + 41 296 t 44 0.694
Physical Component Score 383 * 29 36.6 + 2.7 0.668
Mental Component Score 285 * 22 2.5 R41.9 0.317

Mean + SE
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# -+ — ~ Summary of Repeated-measure ANOVA for each component of

SF-36

SF-36

ANOVA

Group factor

Time factor

Interaction

Physical functioning

Role physical

Bodily pain

General health

perceptions

Vitality

Social functioning

Role emotional

Mental health

Physical Component

Score

Mental Component

Score

F(1,28)=0.156
P=0.696
F(1,28)=0.419
P=0.523
F(1,28)=4.002
P=0.055
F(1,28)=5.176
P=0.031
F(1,28)=8.606
P=0.007
F(1,28)=2.183
P=0.151
F(1,28)=1.309
P=0.262
F(1,28)=8.199
P=0.008
F(1,28)=0.887
P=0.354
F(1,28)=6.293
P=0.018

F(2,56)=0.061
P=0.941
F(2,56)=0.71
P=0.496
F(2,56)=5.320
P=0.008
F(2,56)=2.824
P=0.068
F(2,56)=3.639
P=0.033
F(2,56)=2.072
P=0.135
F(2,56)=3.944
P=0.031
F(2,56)=0.935
P=0.399
F(2,56)=2.122
P=0.129
F(2,56)=1.844

P=0.168

F(2,56)=0.046
P=0.955
F(2,56)=0.783
P=0.462
F(2,56)=4.457
P=0.016
F(2,56)= 1.980
P=0.148
F(2,56)=2.442
P=0.096
F(2,56)=1.600
P=0.211
F(2,56)=0.000
P=1.0
F(2,56)=2.807
P=0.069
F(2,56)=0.494
P=0.714
F(2,56)=2.911

P=0.063
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# -+ = ~ 4 ¥ Secondary outcomes 2_ sz J&: 2-month mean changes

from baseline to endpoint comparison

e € 2k VN p-value
(n=15) (n=15)
Bodily pain 204 +43 0.7 +38 .016
General health perceptions 132 =51 25 +55 .044
Vitality 16.3 + 53 1.7 £55 .003
Mental health 144 + 64 -40 + 64 .002
Mental Component Score 6.34 + 2.0 -09 t+24 .002

Mean + SE
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Background: Depression is one of the most common mental health disorder.
Up to 60% of patients do not gain full remission following a standard
antidepressant treatment. Many patients only achieve partial response (e.g.,
25%-49% reduction in symptoms) or continue to experience residual
symptoms. This is of significant concern, as patients with residual symptoms
have reduced functioning and a worse prognosis than those who achieve
remission. There is still a need to improve the treatment of depression. A
wide range of different augmentation and combination strategies are
available, but most of them have dissatisfied adverse effects. There is a
preference for patients with depression to seek other therapy, particularly use
of complementary therapies. Acupuncture is a popular complementary and
alternative medicine intervention suggested in the treatment of depression,
but its efficacy is uncertain. We conducted a randomized single-blind
placebo-controlled study to investigate the efficacy of acupuncture
additionally applied to standard antidepressant therapy in major depression.
Methods: We randomly included 30 inpatients with a major depressive
episode in two different treatment groups: verum acupuncture and sham
acupuncture group. Both groups were pharmacologically treated with one
kind of freely selected standard antidepressant therapy. The verum group
received acupuncture at specific points considered effective in the treatment
of depression in addition to standard antidepressant therapy. Needle
sensation of De Qi was required. The placebo sham group was treated in
addition to standard antidepressant therapy with acupuncture at the same
acupoints, inserted superficially, and needle sensation of De Qi was
prohibited. Acupuncture was applied twice a week over a period of 8 weeks.
Primary outcome measures were 17-item Hamilton Rating Scale for
Depression (HAMD-17), Beck Depression Inventory(BDI), and Clinical
Global Impressions-Improvement (CGI-I). Secondary outcome measures
were Pittsburgh Sleep Quality Index (PSS) and health status of SF-36. All

66



these scales were rated by an independent rater blind to verum/placebo
conditions weekly over 8 weeks. Results: 3 of 15 pateints in placebo sham
group and none of 15 pateints in verum group terminated before the
completion of 8-week intervention. At the end of treatment period, verum
acupuncture improved slightly more than placebo acupuncture not only in
HAMD-17( p=0.043), BDI( p=0.029) and CGI-I( p=0.007) scores, but also
in the following five components of SF-36: bodily pain( p=0.016), general
health perceptions( p=0.044), vitality (p=0.003), mental health (p=0.002),
and mental component scores (p=0.002). Conclusion: Acupuncture
additionally applied to conventional standard antidepressant therapy has
extra clinical benefits. It is worth further clinical trails of larger scale and
stricter methodology because acupuncture augmentation causes less adverse
effects and is more acceptable.

Keyword: acupuncture, major depression
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