Antidepressant Effect of Lithium and Evaluation
of the Concept of Endogenous Depression
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RDC @ major depression # 723 minor depression D HE¥E /2 L7z 55 ARREL T D
BO 2 ODBEKRDVLWTIFEETo7, 121V F 74 (L) OAMORS DHRO1 277 3 >~ (IMP)
FOHE, & 5 Lik X ARMEELE Liktta Li 0> o3RO FHET L L TERD, X2V THAN,
i, WENS DRI T 2 2HOEERE (reliability) SBLE0OZ S (validity) BT 28N £1T-
7-. Li DAMDH> %8 %, HDRS ¥ BDID 2 205 DEROFHERE2EZEL LT, 4 BZbRY
IMP & B U720, £k L L TELWH S DESED 511245, 4 BEO HDRS CHEROERSER
ZIEY, LiOHd 28RN A 1 753 v0Fhs EREA2ER%ED %, Li DRIGH LIERIGET, LIk
DEREINBMEETCEEZSRD T, 72, LIV HENCEELZ 2T ¢, it e Likkid Li
ERTARIGEOTFARTF L RZVBREVWI EERB LS, 5 D0RENE S DROBIFHNBITEE %,
RDC major depression b U < 1& minor depression %37z L7z 49 AD 2 DIRBEIHEMA L7228, 49%
RDC W& > 0%, 10.2%23DSM-M A5 >3 ) — &z L, BHEEMO—BFEERT « RED 10E
D35 5B TBNEZIC 0TI »ro7z., ARMES DR EEREFOREORBMK T, RDCxX % RDC
RS O L ENEES OBR CRERRFOBRS cEEE2 R ¥, NEDDI OB A L FEREFCLE
EnfEERDnhor. LmL, Nelson 50 AD 0B S L FHREFOME B ERMEH 2O,
HEM S DROBEREEICEL T, RDCIZE 22 CRARK S oBIREREE S >R L DV ERCEET
HD, 20O 4 00BIHEECELTHEEERED 2V, NEM S DS &L D EELER LD,
Li & % B9E % RDC AEME S o L ERENES e oL T L =4 2 BE, 4:BBL bHETE
BEREEED SR o, WEES DROERCEL TEROD 2% 02 OREIC OV TOL EORER
kD, WEES OBIIENERES DRI b —BcEETH L L v i 3085, WEMD DRIEFERERED
OFLVBOHERET L, L RFLEYRSE2E TS LI ARECEL TREENTH S, 3 5(F
BB R ) — BRI D TIE <, B> DRSS ®, &6 RNOLEMESDH S I & 2TE
TE5HDTH5,

Key words lithium, imipramine, concept of endogenous depression, anti-
depressant efficacy, EEG findings, lithium ratio

) F 7 A (lithium, Li)ix, & —AZ b 7Y 7O Cade?
WEo THRER2HOERLLTEAZIRTLS
36 EHHEE L 208, FHRIESIC B 2 BYRERA L
LTREFOLDOTHS. I OFEFNIEMAIA 4]
ThHOsss, BREOLTREEEETIATEDT
2=—2THD, BEETHERWLZETCLEVEL
DENTWVRY, R LT, “EEREES

1, BHL OLBERI &> TAKEHREDA TS,
FHHIRIZOWT b ZOBEESHEIEN TS,
SEES DRI T 2 LiDANB L U TFHEIRICD
WTOWMENEZ TV B2, BiZS DRI 8%
WERIE, WEPEIINATOLS LEwET, %<
DEEKRFFENLEE Bbils?,

Wi AEEOWE THN, S DRICET AMED

Abbreviations : RDC, Research Diagnostic Criteria ; DSM-III, Diagnostic and Statistical
Manual of Mental Disorders, third edition ; Li, lithium ; HDRS, Hamilton Depression Rating
Scale; BDI, Beck’s Depression Inventory; IMP, imipramine; ANCOVA, analysis of
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BoKEzEEX, ZOKEEO TREEICH2L
Z2z 503, BE, 59, KAS?, EKNEET
2 VT AHED review b 5, B DR IL[HHRE
BORBMASRU EICRL 2 TA#E2EATH S LA
ETEHHEUMNEDONTVE] ZE2TEL,
Mendels 5%, [HEEBEEIG, FLEVER, BREEN
SyA, BRAREREBLLLE, SORBEED
TN—TTHBIEMNREIZEED LTER] &b
RTW5b, 20 [BEME] 0nw, %< OBEERRLH
KEIE I DFE L D EENTREMC TSE T2 2
L&D, 0B EHCENT I RALToTE
100 S DI DSER LT B 2 ki, T2 30 £
BHEZOKE 2BLEO—DTH o722,
BiTD S DRICHE T 2845 T, WHEM S 2% (endo-
genous depression) (Z MR ALEARE 2 -7
IOROERI L A 3N, I DIRDEWERN L KRR
HOMANRE LTOFLHEEL LTHEE&E DD
HBW, ZO—ATIDI OROBROBED 50
FEHEDC > TEHL DERMMB VDL E N TV 51919,
LkhoT, SOOI KELRTLEZ 5N L ARM
IOROBMADEEM (reliability) & 2 % #
(validity) ZBE T35 Z i3, S OB B Il 258
ExRiEeEbh b,
Lit DRy s U ELOBE»S, 22Tl 2D
ORIEI DWW THRL . B U ICIREN AR
(operational diagnostic criteria) (D22 s
123 DRIENT 2 Li DAROHRBEIRBLUVZOTF
HIRF (predictor) & L TD Li kb & MIEZE(LIZ DT,
RIZAEME S DROBEEOSHEN L ERE, F%
¥, BEEFNRICER &0 A5 DROBEORZ
YR DB TRE L 72,
N&RE L UHE

I. HROBIR C EESZ
NRIIBAS7TEI A» 55948 12 A0 3 FMIIE
FIRSTRE I IR C A Bl v L AR T, 28
BIOEREEL, HECNL TR EE» SR
5. kL, BEERL, B, HESOROEEZ DR
BERI T2 OIS L7, SEIL RN 13 HIR
BT ahol, SRBEINL TR, REFHKE,
CEEHE, 4EMEOFH 3 EEESEML 2, AR
BE I TIIRERFEM L /2.

HMAE & RE, BER, RKE RESHZC%

BUH, BRMEEE (structured interview) DT
&b L {Hod7cNew York State Psychiatric Insti-
tute @ Schedule for Affective Disorders & Schizo-
phrenia (SADS) " hh &5 BRER, 5 DR, K
PR %5 2EE #RUHL, FLERESEOE
BRI INSOEBEDTRTIR DL TEME2TI T &
&> TEREZIEL 72,

II. BE~NEINT, BE5HM, ¥E5FF

WREL THEYIEHBT s h BB %, EEA I Li B
24 277 &> (imipramine, IMP) BHizEY Tz,

HBEENOH D DRREBRFEOM S DFERFRE L
THET2HE, IMPH7 3 MY FFY v EHR L
LTERT2O8EETH S8, 22T, 1) IMP
BHBWRECTHL 700 7o~ (chlorp-
romazine) » 6FHE I N b 2nb 5T, 208
DERRBENC & - TERLI S DRI S B
FOZRRHS DHTHD, MI2HF L LTRBIEL
HERSITWS, 2) ZHik HE < DLBRBRIZL -
TZDEMUENERE N TV 390, 3) Mendels
B2, P 52NE Li O D DER & IMP % iEdK
LTHBEL TS, R EOEBTIMP 2%y L
THEIRL 72,

BHEOEEERE LR 2 BM» 5 10 B8/ »5# 4
LEZz 535, 1) Hohn®, McClatchey* i3>
DHIOHEREBRIC B LT 4BMOBM 2 REAL, 2)
1958 i &5 1972 £ Z TOH S DHIOBFH M ICE T 2
& EHBIEL 72 Klerman 520RX TH 4 BMABE
bZV, REOEHTHBEEME LT 4ER2HRAL
7z,

BERAZELT, FHIOBEFBIBO1IA2EHD
SHEIEBEE T, BE BT bW 3 fixedflexible
schedule IZfVy, KBB4 = 75 3> T0mg » & BA
L, #®D#%IZ flexible dose T#5-L 7z,

. 54 ERTFE

Liftr IMPEOWTN LIREER] (week 0), 2
BE (week 2), 4#E (week 4) "IN Y3 D
FERRE (Hamilton Depression Rating Scale,
HDRS)® 2T, &b IAEBHICL >T, Beck’
s Depression Inventory (BDI) *D¥ERL7z4 D %
R FEIR T % 1T - 7z

V. UVF7LBE R (EEG) AIE

LISz o0T, 28EB L 4B LIBERE
D7z DFRMEAT o f2, BN A O HIEARE £ b 5 ¢,

analysis of covariance; NEDDI, New Castle Endogenous Depression Diagnostic Index :
EEG, electroencephalogram; AD, Autonomous Depression: TED, Taylor's Endogenous
Depression ; SADS, Schedule for Affective Disorders and Schizophrenia
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FHTOBFIZEDTA 2 MMA - RERE 2/ 5 cc 28l
L7z, Eb a2 aEL, —Fik 3000 rpm T 15
SRR, I LIBEXRAET 2208, B
EHRIZE B~ 27 U v b (hematocrit, Het) {E% 8
FTBHHICEL, B OXEOMBIEREREL,
2 Li BEERED DI W,

Z T, BTHORARIREE 12 BFREEICERM L 7228,
Zhid Lippmann??, &% 528, % { ORFFEEH Z DO
RCEEMm L, %2 Amdisen 23 Z OBFA TOME
LilBE % 12-stSLi LFFATHE NS5 THS,

miEs UM LiBERERE -2 7800
FAY 2a—F—TERIEKZED 50 FHRL, 2—=
¥ 7455 KRR ESTCRIE L 72, MO D iE
PRAVERED LA ONEY, XL LilREFO
30 B RUERESE (affective disorder) F DM & M4
LigEstal, 3ERA—E2RTILERELTE
D, IOMBREBRLCLIWEEZGNS, E/0LiIE
EORIER L U TRRESTOM, REFRELED
FERINTH S8, FIESE, 50 Flic DV CHR—HK
FBEAAORERCHEL, HBEHRKr=0.99 28T
Wb, iy R REEIC L BIME LiBE, x 2RFR
KB EBEETZE, y=1.11x+0.003 &7 D %%
ENEC LD LIEENEECHE ZE2RBLT
WwaY, i, HEREEL—BT2rvwiREdbs
VI L eds o THAORIERIZIZIZE—E2RT L
Ezle.

Li OFRMMIREEE 1 Hisayasu 532D HFEIZH o 72,
TRbbRACL->TEEL /2.

FRIMBR Li @E=Hct (%) (M LiBE-MFLiE
BE) /100+ M 4% Li des

HiRo <, HetfEid@mEEMEEICLIVFEL
f2. ZOFEE 11,000 EEE, 12,600 (XG) T 5 5H
BELT 2, ZOFETIEL5-3.0%D trapped
plasma®® 3 & EMSEE KN T 23934 Hisayasu
SMNI NaR K A4 E&uD, Li 44 vidfEmst
DAZFEDL . 2 E/INE W trapped plasma I
HLUTHEDLRENZWI LRBELTWERD, &
METHRIEL 2, o7z, Li foiRinEk Li BE/ Mm%
LiBE, 772 bbRimEk Li BEOMmEE Li @y
B, LEETS.

I Li e 500, 2:8E, 4 BBO3E
EHIL 7., BREEE L ERNEFSESHEEERILE
¥, Wb 3 10—20 FEiCHEy, BEEE L TURFED
fi, BARFE RV CERRIC L ZEEE 34, W
BEECBWTARBIC L 2RGE2ER L. AlEs

NI T RTOREIZDVT, 6, 813 cps © o B
@6 DORFEBOEH T ARIICEL L7228, Zhui
SETEIRERIE O E AT 20 #RE (60 cm) 1281 2 ERTER

(0,) DESF»SITo 2, BB, ZO20BHCsT2
2FE & LU T, Li RARTER TIRIEOBEE % thg
L7z, ZOft, @R, KRB L 2RIEOEE, %
FEREER OFEL EE2F~N, Lk 3RES D
gL L.

V. iR

W ix 3 X T Spitzer & M Research Diagnostic
Criteria (RDC) ¥ E W TiThhi:, BLTHE, %
EfMESS (American Psychiatric Association,
APA) 12X % DSM-III (Diagnostic and Statistical
Manual of Mental Disorders, 3rd ed.) 27 &2
THREHEZ T 595, RDC I3, FIBIEEEOH
FRIZHEEaN LD, S OROENICEL TEER
PHMEEVNRELTHE, IOLIREHTRDC®
BWEEL U THRELL., BWEEEERATLL00
EXNROERIIFGRD SADS 24 iz Lz,

AR S DR OB ERIZ, BIENZIERDOET
HIBENTWS 5 DDV —FD LD EBWLT:,
RDC WM 5 DEik New York State Psychiatric
Institute 7 &, DSM-IIX 7> 2 Y — (melancholia)
i¥ APA »» 5, New Castle Endogenous Depression
Diagnostic Index (NEDDI) iZZEE® Charney 5%
12 & - T, Taylor’s Endogenous Depression (TED)
¥ Taylor & Abrams®”iz & - T, Autonomous Depr-
ession (AD) & Nelson &%z &k 2T, &LEBEN
T3 LDTH2, IAOORMEREBERTIL0
DENROEFERIZ, SADS, HDRS,BDI 26 2L
%3, NEDDI OXEHEH? [blames other] ¥ TED O
® Trestricted affect range]} ¥_EEC 3 D T
ENTwRnieHERIAL, BBELEh o7

RDC i ix“definite” & £ & Z“probable” endog-
enous depression DA 7 IV —MTEHET 555, RDC IZ
L #iE, [“probable” & 1d 50% LA EDFEN S 2 EHR T
B Trerrrers 1x® 1, “probable” & “definite” & % —
EfazriclLi

VI. F=20HIFIc>01T

Boni T — 5 OMEFEWEET I DOV T, B
53#7¥E (multiple regression analysis) 3%, 4805
#7: (analysis of covariance, ANCOVA) *, 3l
534i%  (discriminant function analysis) % & UH
FH4R¥E (factor analysis) @& RV tz, 2IFERM (H
DVITBIEERE) OBHO—HELEENCRDT
1o DOHEHRE E LT, kappa (x) REERVW, 20O
HEETE T Fleiss 6N & > THELEE NI D T, — 1
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o+ 1 ETOEEREHL, x=+ 1 T2 —H%,
x=— 1 RTBELTR—B0E, »= 012 BRO—B 2 EX
T4, x BREOEEMIL Fleiss 5D HiEIIK > TH
ML 7. ZDff, BERILLERICIE paired t-test, unpaired
t-test, Wilcoxon rank sum test, Mann-Whitney U
test, FEBEIMRHUC X Pearson DRI & Kend-
all DIERTAERRECE A7,

FEKEIZIZ P=0.05 25 Lo, ATRERMRD &
ERBD S L THOSNIHEE (P) #RRLR.,

34 #

1. BEOBH

55 ADBENRRE -7 (F1), VF7LERE
2% (LigH) 33247T, BF4, £F114,
EHERNT 43.0112.8 3% (P +EREE) TH o 1o,
43753 %RFEIMPE) 13 16 R THLES
£, FHER 43.6212.7 3% (FHE L ERFEE) Th -
fo. M1 7 ARERER R LEEMRII DOV TOE
HREEEENT, S ORICB T B RREHMIED 7 —
SoBFIHENLLDT, BF24, KFHBTE
15EHE 50.0119.3 % (FHELEREE) Thol.

RDCiW &k 2883, 32480 Li D 5 % major
depression 1 25 4, bipolar 1 disorder i3 14,
bipolar Il disorder 2 %, minor depression 3 %4,
schizoaffective disorder ? depressed type #5 1 T
H-7:, 2540 major depression D 9 B, primary
depression X 23 %, secondary depression i 2 & T
H 72, 24D secondary depression & 5T T 2 84
HEEIY drug use disorder & obsessive-compulsive
disorder TH-otz, 72 ZDEHIZB O TAHEED OF
DRMEER I LIEZEE 3ETH o7,

16 £ IMP D213, 13 &% major depression
T&H D, [FIFFIC primary depression Td H -7z, ZD
5h, THWHNENES SEOEERH L, &Y 3
#1% minor depression T#H -7z,

. KB F7o0—Bi%58, 0 Li#E, Ko

B Li BEOBR

1 REY F 7 L40—H&52 (g/day) & N4
Li B (mEg/L) O#ARMBRLTH S, 30 AKXDW
TEAMELT2EME L 4:BRE BT 3 maE Li g
ErRELLY, BECL->TEEAZELLZLDDL
2OTY Y IUVBIRER 67 Tho . REBY F 7 40

Table 1. Characteristics of depressed patients
Patients on Patients on
lithium imipramine Others
Total number 32 16 7
Sex
Male 21 8 2
Female 11 8 5
Age 43.0£12.8* 43.6+£12.7* 50.0419.3*
Diagnosis **

Major depression 25 13 7
Primary 23 13 7
Secondary 2
Endogenous § 13 7 5

Bipolar 1 1

Bipolar I 2

Minor depression §§ 3 3

Schizoaffective, 1

depressed

+ Mean£SD

++ Based on Research Diagnostic Criteria (RDC).
§ In RDC, endogenous depression is not mutually exclusive to primary or
secondary depression, though primary depression is mutually exclusive to

secondary.

§§ Minor depressive disorder and intermittent depressive disorder are included.
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Fig.1. Scatter diagram and regression line of daily dosage of Li,CO;and plasma Li level.
Regression coefficient (8) was tested for the null hypothesis Ho: 8=0. The probability

is less than 0.001.
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Fig. 2. Scatter diagram of daily dosage of Li,CO, and RBC Lilevel. Regression coefficient
B) was tested for the null hypothesis Hy: #=0. The probability is 0.15.
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Fig. 3. Scatter diagram and regression of plasma Li level and RBC Li level. Regression
coefficient (8) was tested for the null hypothesis Hy: §=0. The probability is less than
0.001.
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—Af5EEx, MFLIBEZy L, y=8x+a &
KRB ETAERREL, BERH [8=0] 2w
TOEERERITS &, P<0.001 &4 D, —Righ=E
FLERETE 5, $1-HBERKr=0.316 Th o7z,
—BOREY F v A%58 500 mg 2L CERER
HOHELLERLEOME LB E X 0.39mEg/L
T, 1000 mg W23 L Ti3 0.50 mEg/L TH -7z,

M2 3EBY F 7 L0—HE5E & RMmER Li #
E (mEg/L) OBRsSRLTH S, ERRCLT [8=
0DV TEEBRES THE, P=0.15Th H EHIT
0 (r=0.189). 2D Z LiFFRMER Li SRS HREEY
FULO—BREENSHITIL TR I LERLTL
%, [3i30M0%E Li 8% » Rifsk Li BEOBRERT
WAENTH B, —REHEFAVNERTES (P<
0.001, r=0.572).

F2RBIETHELT, RBYFY 20—HEE5E
LM LIBER, KBEERE L CROKLIBES:
Lol EQERRAFOKERERLIZLDTH S,

Table 2. Multiple regression analysis

1

LTEROBRRSFOBR,» S FRIN @Y, —Hi
SEBEIIOETATHRMIR LIBEE FRIL B2,
DI EIEE 3 IRL T stepwise multiple regress.
ion analysis 5 bBESNTH S, Tabb, Kinkk
LiBELHENRS FRT 2 ~REBROMTEY
ELTMRLIBEOANLETH D, REEY F9 40
—B¥ERIILEL LI & B,

oM. 32N T 5 Li ¢ IMPoaMnARR

Bl 4 i3 LifE & IMP# @ HDRS & BDI 9 &
total score DEZFFEIZ DOV TOENKRLTH2, =
NESLRtREL L -THAWLI b DHRLTH
%. week 0 Tl BDI T IMP #® score » & ) &
HE» A SN DM (P=0.09), week 0, week 2,
week 4 L bAADERREICB S THEZRITD
e,

& W ERER BT ANCOVA I & - TiITbh: (B
5, 6, 7, 8). 51 week 2 T® HDRS O total

Factor SS DF MS F P
Regression 0.15 2 0.075 13.9 <0.001
Residual 0.13 57 0.0054

Independent variable B B’ F P

Daily dosage (g/day) 0.0096 0.0222 0.038 0.85
Plasma Li level (mEq/L) 0.3538 0.5652 24.7 <0.001

Multiple correlation coefficient is 0.572.

SS, sum of squares; DF, degree of freedom; MS, mean of squares;

F, F ratios; B, partial regression coefficient; 8,

coefficient.

standard regression

Table 3. Stepwise multiple regression analysis

Factor SS DF MS F P
Regression 0.15 1 0.15 75.0 <0.001
Residual 0.32 58 0.002
Independent variable * B B’ F P

Plasma Li Ievel (mEq/L) 0.3579 0.5717 28.2 <0.001

+ Other variable (daily dosage) has small F—value.

Multiple correlation coefficient is 0.572.

Abbreviations and symbols are the same as those of table 2.
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score & B2 DFEIRD score 12D\ T D Li B & IMP
BOLEETRLI:bDTH 5, total score TIHREEIZ
FEERREDL s>, BrxoERIZD VT,
genital symptom & paranoid symptom iZ DWW T
REBMNERE S NI, week 0 TEEZRS (score 255
W), LIEXN L D EOEERLUI, £ 613 week 4
T® HDRS O score D LL# % 7733 total score 2D
W TBORRRESEREICE S D (P=0.002),
B3 15.3 55 22.2 TH-o 7, week 0T Z DL
EDLEVEE, LiBtk DEL, (B> score DB,
IMPHDE X VET 2 (W 5). FFEOERL,
terminal insomnia, psychic & somatic anxiety,
genital symptom DWW T HrZ 3,

#7, 813 BDI D score DL TH 553, week 4
QBT (R 8), irritability, weight loss TEYE{E
BBRESDHD, wIFhd week 0 THEV> score D

Bf, LIS L D BETZ2ZLE2RLTWS, Fi,
social withdrawal & loss of appetite Tld Li B¢
#HS week 0 TO score DL AICHHDL & TENT
Wiz,

V. Li ®o# & LiERSEDLLE:

Liz & 2 EERGE ANEZIDOWT, HDRS &
BDI @ score % T Li RIGHE L ERGECHT &
N HERERR LiBoATDnTEL OERRER
22T week 0 O total score & MITEH x, week 4
O total score 2EBEHKy £ LABOERER y=
Bx+a E2RD7, BEACOVTZIORDSHEX N
7o ERE L week 4 TOBRAMERLEL, WTFhoOE
KR B W T HERE>BEHAMELH 2 LEAR
LIRIGEEL, ZhUUNEERIGE LT,

HIERTRE R BBE 30 B0 S bRIGH X 14 A, FERIE
FHixle&Thol:.

o
304 \\\
\\\ &—@ Li group }H "
N o———0 IMP group amilton score
~
> @ —-——-8 Li group }
B ~
o~ S\.  0-——-—-0 IMP'group Beck score

Hamilton/Beck total score

Treatment interval (week)

Fig. 4. Treatment results for Hamilton Depression Rating Scale and Beck’s Depression

Inventory.
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1. Litbe @iy 7 L — iS5, M4 Li g,
FRINER Li ¥ & OB

Litb: REgY + 7 2 —BE5E, M Li BE, /il
BRLiBE  OBRIc 0T, ©6, 7, SKEIRLTH
3, RBEYVF Y A—HEERE L Li lb3EE AR
o7 (r=-0.078, ®6)»%, M4 LiM@E: Lithiz
BOEE A SN (r=—0.354, ®7), FREk Li e
ELilbixEoMBEsa s (r=0.474, K 8).

FOIRRE) Fv A—HIESE, M LI EBE, R
HRLIBERHMIEHE L, Likks —RGRE 7L
BT HBER L LBOERBMROBESRL:
YOTHB, ZORR» oM Li BE & RIMEK Li 8
B Li LOFHIC B THIION (PL0.001), HREE
VFY L—AKE5REEZOEBHRENN0 LAk sh,
LikkOFRC B2 2R Y, 72088 Li
BEORRRELGETHL I Lz, I LI BES LS
TH5ELILRETTAZ L 2% L, HITHRMmERLi
BECEL TR IOHOBREIRD NS,

£ EDEFLIZB T B stepwise multiple
regression analysis DR %RT. D44 Li bt
OFHNZ I AROUIR Li BB & 4% i = D & BRI
b, ~HESBRBMRL TRV LE2RT, ,

2. LiRIG#E b Li ERIGHE O M Li BE, FRiEk
LigeE, Litk

#11 Li KGH B L IERIC HREIC BT % M4 Li
BB, JROMEBK Li B, LithZ2H L2 DTH B4,
WTFRIZBWTHEEEZERRD sy, Lol kb
D& 5z Likhidmss LifBeE & Rinsk LigEIwC £ -

TREE SIS0, LiREELHFREED Ltk
SRInBR Li BEOHE L ANCOVA W L 20050 R
WwWEEBZOND, £12, 1312WHED ANCOVA Iz &
5, FRINER Li8REE, LitbottETh s 28, M Lig
E % covariate & L 7:F¥, RIMERK Li BE, Li ko &4
WOWTHHTEEZEIRD sz,

3. Li KiG#E L IERIEHED EEG O

FZUEFLCHTIRICEREERICERL
L, LI5S0k 2 EELERANI LD TH 5, week
2, week 4 & bHEHT (week 0) BT 2L, ¢
HE 8 cps e HOBMHMEED 5, 10~13cps a iz
DOLTREEERREDONZP o7, £ a BLEWR
DV iE week 2BV TIFEIL Twv» 3 A8, week
AZBLWTREEEEEDONT, a-index ZD0T
BEEBELZELERD shsy, RIEIX week 2, week
4 bLIECLI->THEECHEMNL Twiz (P<
0.01).

2EELTLI#EIC L >T 6, slow a IOREM
LIRIBOEMARD iz,

RIS WERIGERE (94) LIERIGHER (134) o
WT week 0 TORE D E/VF XA —F —% covariate
E LT week 4 TORMEALBE LD THEH, »
TRONT A=~ BT HHBCEEZIRDS
nxhroiz,

V. AEHS >BOHEBIEEHRYYE (validity)

& Lot 5 RS
1. WA S DR ORI ZIEERM O —BE
F 16 1CIE 494D D DIRBE I DL THEME D K

Table 4. Comparison of lithium and imipramine in the

treatment of acute depression by t—test

Treatment interval Lithium Imipramine P

Week 0 HDRS 20.0% 6.71 19.0x 5.27 0.54
©(N=3D (N=16)

BDI 25. 8+8.62 30.9£11.19 0.09
(N =32) (N =16)

Week 2 HDRS 1.7+ 5.97 108£ 5.12 0.58
(N=3D (N=16)

BDI 16.5£11.66 20.8£11.14 0.23
(N=32) (N=16)

Week 4 HDRS 8.1+ 5.69 9.1+ 8.82 0.49
(N =25) (N=13)

BDI 12. 2+104 17.3+13.35 0.19
(N =25) (N=13)

Each value is expressed as a mean=®SD.

N denotes the number of subjects.

HDRS, Hamilton Depression Rating Scale ; BDI, Beck’s Depression Inventory.
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DEZ DEHEEEFB L LEBREOALK L2202
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RDC i LI BENONER L B L, HEIZ
DSM-IID 10.2% TH -7, RLMEHEMO—HE*
x BRHTERLIZDOMERLIT TH S, DSM-IIl& AD D
—~BEA RS %< 0.69 T, RDC & NEDDI ) — =%
120.06 TRIETH 7. 10{HD x FEOFT, 52i2
DBTHEEI k=0 £V 250, fid52i1220nT
x=03EHTE Lo/, 2L L TESIEY
Bo—HEIE»ZNEVEWZ B,

2. AT & 3 3 DIBEOERFEIR

ZDRFET 50 BD S OFFBEII DV TET 25 OfF
BEEEL L TRTFSHHTTbNI, 25 DERIZE 18
EREN TS, BFSFIEEEFE (principal
component analysis) T{Tb# iz, KFiZ 5 @HHS
h, BEEEATORFATE (factor loading) #3358 19 12

RENTWE, TS5 20RFICL>THHATE 2
EHIEEFMOLEED 56. 7% TH » 12, FEFOHR
FEERE» VDLW Z “NWEN" RFEHET 220
ZHIBISHA TN, SEDEFICOHTOENR
DERFHEE (factor score) BEHE N, Tho%d &
LTS5 D2OREF&#MUEHK LT 2 RDC OWEHY >
DROBKETFRT 2 200HFRs KD N, F
20 AR OERFEE L 2 0 FEMESREATY
5. BFI, 1, VO 3 >20RFRFHICRIOEF
EWVWZB, T/ AR 1.651 TH D, BEHIB(
i3 0.203 LHEES NS,

3. AEM% D OfF L B ER F (precipitating
factor) OFHEE

BEERFIZSADS C& g TWwWA2EEHEE 278
L7zh%, Z4Ld “6-point scale” T, 145 6 NL#f
REFREFIZE< Lo Tw, #2113 RDC itk 3

Table 5. Comparison of lithium and imipramine in the 2—week
treatment of acute depression by ANCOVA

Pretreatment
Covariate X §

Total 19.79
Depressed mood 2.26
Guilt 0.87
Suicide 1.34
Initial insomnia 0.68
Middle insemnia 0.58
Terminal insomnia 0.51
Work and interest 2.60
Retardation 0.81
Agitation 0.36
Psychic anxiety 1.32
Somatic anxiety 1.17
Gassglfr?zli]tqitfsst)lfrrl;i;toms 0.75
Gl somaie Log
Genital 0.89
Hypochondriasis 0.66
Loss of weight 0.53
Loss of insight 0.96
Diurnal variation 1.19
Depersonalization 0.66
Paranoid symptoms 0.21
Obsessional symptoms 0.43

Posttreatment (2 —week) P
Variate Y §§

Lithium Imipramine

11.63 10.92 >0.50
1.12 1.09 >0.50
0.39 0.42 0.23
0.45 0.26 0.26
0.68 0.49 0.37
0.53 0.41 0.42
0.32 0.51 0.27
1.64 1.64 >0.50
0.67 0.39 0.10
0.10 0.62 >0.50
0.67 0.84 0.43
0.70 0.76 >0.50
0.61 0.63 >0.50
0.55 0.56 >0.50
0.58 0.70 0.004+
0.32 0.20 0.43
0.22 0.07 0.24
0.81 0.86 >0.50
0.59 0.73 0.50
0.52 0.30 0.31
0.06 0.00 0.02 +
0.20 0.37 0.17

Initial mean score for Hamilton Depression Rating Scale. -

§§ Adjusted mean score.

+ Indicates the probability under the null hypothesis that the slopes of lithium group

and imipramine group are equal.



554 H

U THEN S DD 24 & LIENEMED DRD 25 &
WoWT, HERTFOESFHELIDTH S,
MEICEERZRTD shinw,

Nelson & M AD Ol ix 10 HEUER) » o
BRENTWAL, &&s s DEROER (BH) &
SADS B 2 RERFOEE L 0B ERD - (F
22). AD ORMEROBE L BEERFOBECEIEER
LA A ST 53 (P<0.001), RKEICLCEHE s R
7 NEDDI 054 L BERF OB S W AR FED 5
nigpr-oiz,

4. NEMES DR EEREE> DROEEE

5 D0DBKERIC X - TR S NIWEMS DR &
FENEES OROBEE2LLE LI DR 23 TR
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ERAVL, 5O00BMEEL s AREKED DO total
score WAREL, JVEETHEIEERT. IO
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DOBMERIIOLTHEEKELELR VR, |
EES DRED AN L D EFECHEMAMNA S (P=
0.12~0.27).
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B9 r&E24EFIRDCICI-oTEWHSINILARNES
DRBELFENRANS >FRBEO LI L 2 HREMNES
HDRS & BDI @ total score (2D T week 0, week
2, week 4 TO2HDEDHEARLIODTHS,
CTROBIEBWTHLTROREIZE VT YRR
IORBLIEARE I ORBFCRIEEEZERA KR
V3, 25121k HDRS & BDI @ total score iZ DWW T
ANCOVA R L BHEERLIZLDTH 5. week 2,
week 4 DWW TR DBEIZ BV T H 2 BED adjusted
mean score WEEZERED Sk,

Table 6. Comparison of lithium and imipramine in the 4—week
treatment of acute depression by ANCOVA

Pretreatment
Covariate X §

Total 19.76
Depressed mood 2.23
Guilt 0.87
Suicide 1.46
Initial insomnia 0.72
Middle insomnia 0.56
Terminal insomnia 0.49
Work and interest 2.64
Retardation 0.87
Agitation 0.41
Psychic anxiety 1.36
Somatic anxiety 1.08
G?cfri‘?é?it:?)l'rr]sétoms 0.74
O mtomate 1.03
Genital 0.87
Hypochondriasis 0.67
Loss of weight 0.49
Loss of insight 0.95
Diurnal variation 1.23
Depersonalization 0.54
Paranoid symptoms 0.26
Obsessional symptoms 0.41

Posttreatment (4—week) P
Variate Y §§
Lithium Imipramine
8.08 9.08 >0.002+
0.59 0.81 >0.50
0.44 0.28 >0.50
0.26 0.60 0.17
0.33 0.33 >0.50
0.38 0.33 >0.50
0.30 0.29 0.01 +
1.35 1.23 >0.50
0.43 0.60 0.41
0.00 0.08 0.16
0.67 0.55 0.02 +
0.31 0.42 0.04 +
0.44 0.36 >0.50
0.42 0.62 0.28
0.42 0.58 0.006+
0.21 0.13 >0.50
0.04 0.15 0.36
0.42 0.52 0.14
0.61 0.78 >0.50
0.12 0.15 >0.50
0.07 0.08 >0.50
0.14 0.18 >0.50

§ Initial mean score for Hamilton Depression Rating Scale.

§§ Adjusted mean score.

+ Indicates the probability under the null hypothesis that the slopes of lithium group

and imipramine group are equal.
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Table 7. Comparison of lithium and imipramine in the 2—week
treatment of acute depression by ANCOVA

Pretreatment Posttreatment (2—week) P
Covariate X § Variate Y §§
Lithium Imipramine
Total 27.50 17.73 18.29 >0.50
Mood 1.91 0.99 0.96 >0.50
Pessimism 1.67 0.85 1.22 0.20
Sense of failure 1.69 0.90 0.97 >0.50
Lack of satisfaction 1.22 0.75 0.97 0.36
Guilty feeling 0.99 0.77 0.93 0.48
Sense of punishment 1.09 0.73 0.95 0.37
Self hate 1.22 0.84 0.80 >0.50
Self-accusation 1.37 0.99 1.15 0.50
Self-punitive wishes 1.20 0.67 0.22 0.06
Crying spell 1.17 0.41 0.70 0.26
Irritability 1.41 0.88 1.23 0.34
Social withdrawal 0.85 0.66 0.77 >0.50
Indecisiveness 1.37 0.98 1.04 >0.50
Body image 1.28 1.06 1.08 >0.50
Work inhibition 1.33 1.08 1.03 >0.50
Sleep disturbance 1.72 0.01 0.92 >0.50
Fatigability 1.54 1.08 1.23 >0.50
Loss of appetite 1.02 0.53 0.64 >0.50
Weight loss 0.85 0.45 0.29 >0.50
Somatic preoccupation 1.07 0.97 0.88 >0.50
Loss of libido 1.44 1.30 1.13 >0.50

§ Initial mean score for Beck's Depression Inventory.

§8 Adjusted mean score.
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Table 8. Comparison of lithium and imipramine in the 4—week
treatment of acute depression by ANCOVA

Pretreatment Posttreatment (4 —week) P
Covariate X § Variate Y §§
Lithium Imipramine

Total 27.40 14.03 13.86 >0.50
Mood 1.93 0.59 0.61 >0.50
Pessimism 1.70 0.61 0.67 >0.50
Sense of failure 1.74 0.83 0.83 >0.50
Lack of satisfaction 1.30 0.64 0.53 0.36
Guilty feeling 1.04 0.58 0.71 0.49
Sense of punishment 1.00 0.41 0.85 0.13
Self hate 1.13 0.66 1.01 0.15
Self-accusation 1.35 0.80 0.88 >0.50
Self-punitive wishes 1.28 0.47 0.71 0.42
Crying spell 1.15 0.57 0.36 >0.50
Irritability 1.43 0.45 0.71 0.03 +
Social withdrawal 0.75 0.44 1.24 0.002
Indecisiveness 1.43 0.82 1.17 0.40
Body image 1.38 0.56 0.61 >0.50
Work inhibition 1.35 0.71 0.53 0.44
Sleep disturbance 1.70 0.65 0.81 >0.50
Fatigability 1.58 0.94 0.59 0.19
Loss of appetite 1.05 0.23 0.84 0.004
Weight loss 0.78 0.19 0.26 0.002+
Somatic preoccupation 1.13 0.85 0.73 >0.50
Loss of libido 1.30 1.13 0.89 0.41

Initial mean score for Beck’s Depression Inventory.

§
§§ Adjusted mean score.
+

Indicates the probability under the null hypothesis that the slopes of lithium group

and imipramine group are equal.
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on lithium.
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Pretreatment Hamilton total score

Fig‘ 5. Regression lines for patients treated with lithium and with imipramine. Regression
coefficients are significantly different, and posttreatment Hamilton total scores at week
4 for both groups are judged to be equal, when pretreatment Hamilton total score ranges

from 15.3 to 22.2.
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Fig.6. Scatter diagram of Li,CO; and Li ratio.

Regression coefficient (8) was tested for

the null hypothesis Hy : 8=0. The probability is 0.55.




U F 7 L OPLD DI L B S SO SO HE

y = —0.418X +0.685

0.54

Li ratio

05 1.0
) (mEq/1)
Plasma Li level

Fig.7. Scatter diagram and regression line of plasma Li lever and Li ratio.Regression
coefficiento (8) was tested for the null hypothesis Hy: #=0. The probability is 0.005.
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Fig. 8. Scatter diagram and regression line of RBC Li level and Li ratio. Regression
coefficient (8) was tested for the null hypothesis H, : §=0. The probability is less than

0.001.
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Table 9. Multiple regression analysis

s

ZOE W LIS 2RI DEREH O LV
FECREREOBEY L MERICEOL S nEHE
LODTHS ?

RIEEZ I8 T 2 EENERL, HEREEZED
B e BAIRRE L i - T B ZBRMA S DFIvsiesk
EZORTORER, BHTRVEVWIBEERCHS, =
BRI 2FI OB 60% & TSN, HREERD

Factor SS DF MS F P
Regression 1.34 3 0.4467 5.7 <0.001
Residual 0.33 56 0.0059 s

Independent variable B B’ F P
Daily dosage (g/day) 0.0177 0.0216 0.1212 0.73
Plasma Li level (mEq/L) —1.1042 —0.9335 158.42 <0.001
RBC Li level (mEq/L) 1.8956 1.0033 193.34 <0.001

Multiple correlation coefficient is 0.897.

Abbreviations and symbols are the same as those of table 2. Multiple
Table 10. Stepwise multiple regression analysis
Factor SS DF ' MS F P
Regression 1.34 2 0.67 116.5 <0.001
Residual 0.33 57 0.01
Independent variable * B B’ F P
RBC Li level (mEq/L) 1.8968 1.0040 196.8 <0.001
Plasma Li level (mEq/L) —1.0971 —0.9275 167.9 <0.001
*+ Other variable (daily dosage) has small F-value.
Multiple correlation coefficient is 0.896.
Abbreviations and symbols are the same as those of table 2.
Table 11. Comparison of Li ratioin responder and non-responder
Responder Non-responder P
Plasma Li level (mEq/L) 0(411\;1’286%5 0(51’\%:_*:__%3)13 0.35
RBC Li level (mEq/L) 0.22+0.08 0.24£0.09 0.46
(N =26) (N=33)
Li ratio 0.50+0.18 0.47+0.16 0.54
(N=26) (N =33)

Each value is expressed a mean®SD. N denotes the number of samples.
The number of samples was 26 in 14 responders, and 33 in 16 non-responders.
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Table 12. Comparison of RBC Li level in responder and non-responder by ANCOVA

Plasma Li level (mEq/L) RBC Li level (mEq/L)

(covariate X) (variate 'Y) P
Responder
(N=26) 0.23
0.49 0.81
Non-responder
(N=33) 0.23

N denotes the number of samples.

Table 13. Comparison of Li ratio in responder and non-responder by ANCOVA

Plasma Li level (mEq/L) Li ratio_ P

(covariate X) (variate Y)

Responde; | 0.49
0.49 0.76
Non-responder
N denotes the number of samples.
Table 14. Electroencephalographic changes induced by lithium (N =22)
Week 0 Week 2 Week 4

Number of waves observed during 20 seconds ¥

Theta § 0.93+1.98 5.00£6.16%* 4.05+3.46%*
8cps § 10.0+6.05 18.54+11.3* 16.0£11.9**
Jeps § 24.8+17.1 29.6+17.4*% 26.4x14.2

8-9cps § 34.8+20.6 48.1+25.4** 42.3+23.6"
10cps § 24.7+14.1 27.7+11.5%* 24.2+15.0
1lcps § 18.8+12.6 15.9410.7 16.4410.3%*
12cps § 12.2+8.54 10,3%8.12** 11.4+9.86
13cps § 7.32+5.75 7.77+6.22 7.32+7.65

10-13cps § 63.2+34.3 61.2+30.4 61.0£34.6
8~13cps § 97.8+41.6 109.8+32.7* 104.64+38.0
Alpha-index(%)¥V 49.0+21.2 52.4+19.6%" 52.6£19.9%F
Amplitude §§ 14/8/0** 10/12/0**

Each value is expressed as a mean®SD. N denotes the total number of subjects.

V¥ Counted from the right occipital lead (O,) of electroencephalogram.

WV Calculated from the right occipital lead (O;) of electroencephalogram.

§ Tested by Wilcoxon rank sum test.

§§ Indicates increase/no change/decrease compared with amplitude at week 0.
Binomial test was used to test the significance.

* P<0.05 vs week 0 ; ** P<0.01 vs week 0; * 0.05<P<0.1 vs week 0 ;
+* 0.1<P<0.5 vs week 0.
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Table 15. Comparison of electroencephalographic changes induced by lithium in
responder and non-responder by ANCOVA

Responder Non-responder
week 0 (N=9) (N=13)
Number of waves observed during 20 seconds ¥

Theta* 1.09 3.28 4.58
8-9cpstt 34.8 48.3 38.2
10-13cps**+ 63.0 58.8 62.5
8-13cps*** 97.8 107.2 100.5
Alpha-index (%5)¥*++* 51.7 52.8 52.5
Amplitude §*** 5/4 5/8

xlASNCOVA was carried out on the basis of date at week 0 and week 4 shown in table
N denotes the number of subjects.

¥ Refer to table 14.

+ 0.1<P<0.2; ** 0.2<P<05; *** P>05.

§ Indicates increase/no change compared with amplitude at week 0. Chi-square test was
used to test the significance.

Table 16. Number of subjects who jointly met the paired criteria for endogenous

depression
Diagnostic criteria® % § DSM-III RDC AD NEDDI TED
DSM-III 10.2 g+ 5 4 3 3
RDC 49.0 24* 3] 9 6
AD 12.2 gt 4 2
NEDDI 34.7 17+ 4
TED 14.3 T

+ RDC indicates Research Diagnostic Criteria; AD, Autonomous Depression; NEDDI,
Newcastle Endogenous Depression Diagnostic Index; TED, Taylor's Endogenous
Depression.

++ The value on the diagonal is the total number of subjects who met that diagnostic
critenia.

§ Indicates the ratio (percentage) of subjects who met that diagnostic criteria to the
total subjects.

Table 17. Agreement between diagnostic criteria for endogenous depression

Diagnostic criteria RDC AD NEDDI TED

DSM-III 0.21"£0.09** 0.69*+0.14** 0.14*=%0.11 0.43*£0.14*"
(0.018) (0.000) (0.21D (0.002)

RDC 0.25"+0.10**  0.06%"+0.14" 0.21"=+0.10**
(0.008) (0.689) (0.040)

AD 0.20740.12**  0.20*%0.14**
(0.078) (0.158)

NEDDI 0.16*£0.14**
0.177

+ Represents kappa(k) coefficient based on Fleiss et al.
++ Represents standard error (SE) of null hypothesis & =0.
gach value in the parenthesis represents the probability under the null hypothesis k=

Abbeviations are the same as those of table 16.
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Table 18. Symptomatology of depression -

. Middle insomnia"
. Terminal insomnia
. Dysphoric® mood

P S B

. Psychomotor retardation

. Guilt/self-reproach

. Weight loss

. Appetite loss

. Distinct quality of depressed mood

W o =N O

. Loss of interest/pleasure

10. Worse in AM

11. Lack of reactivity

12. Paranoid features

13. Psychomotor agitation

14. Duration of depression

15. Obsession/compulsion

16. Anxiety-psychic

17. Anxiety-somatic

18. Hypochondriasis

19. Suicidal idea/gesture

20. Depersonalization/Derealization
21. General somatic symptoms
22. Initial insomnia

23. Lack of energy/fatigue

24. Difficulty in concentration
25. Number of previous 'episodes

ERURTH DL 2EBTIIE 0B =ZBIZIS
DHORDEHETHI EEIHNED, 261220
L 40%D S OIRBENT S OF s L BEEZT
RO ELEEWRT 2, HLOPERENS RO REE
ERHTRB I ERTE, 1EEO S OH
BIRTOIDR/REBEHTHEEHZ15ZLi3bL A
TERTHD, ZRRAMI 2L 3£ HEOEL -
TS DK e LTCO LI EEREELS Ltk
LiFifER e L b > DEAE2ET 2 2%
IBEEREEE TR - > DOMRHEOFIHMIRE b D&
WIDR—RAFELLBEDLSICBEbhS, ZIhb
DEEZ B L [22] BPeHolEE2b o72K
BIREETH B I ZHCEMERT LT, B
fEE D 24D T bipolar vs. unipolar 25 b & < K
I & M7 2 EEM (dichotomous) HHETH 2 & 47
S, DSM-ZEE U, I <HehFHEERIEZD
IHBEEEAANTVLED® ZOTHEEXRET S
EFHLIZ, RIEHEE, 98, LiNT 2RISR EE2EA
TU B389, APFFEF — ¥ 13 bipolar vs. unipolar &

V) AR EXRT AL LT LIS Y 3 K
HOBECER VD Z ECEMERT 2T En0n
mania & depression (213 & % HBO R EHRE
MEETHILETRBL Tw5, & 51213, Kraepelin,
Himmelhoch 7% “mixed states” D&% L, HEIRR
P, PR#EETOEET I v OE#EL 2 mania k
depression & T3 L & “bipolar” Tigls I k86,

bipolar disorder & unipolar depression DKE/ET
bipolars D M#&# 12  unipolars D MfF¥E £ FH RO
unipolar depression DSTFET 5 Z 9992 8, Lih

4 2D THAHEO R M BER 2 % 2T, “bipolar”
|3 misnomer b L2 L BREEL TV 3,

. 520 Lty 5 B8ERICHOFAERTF

“Li responder” &> FEEIL Dyson 552k - T
MO THERENT, LM, SAALTVLS S DRE
WIOBRIIREOEMATH 5® oo, Li (L TRIG
TE2HELRGLBWENEET L. ZORdbHoh»l
DEERISEFHT 2 enBEKEEE LD, 20
ZEF L RIGE LIEFIEEO TN ENOREEE R Y
HZ 3 LT OB EELLONSD,

R E TS O TFRRAFHHREIC & o TRIB
hTwa, ZhsDRFIARLT, £HEFEH, LB
FHTFRET, ER, RERC L2 TFHEFICSET
3™,

EHETRINDOELOFHRAFORLS
resting EEG & Litbiz D THENL, Zhsizwth
YHEDRCS  CHBRIMBEICRETE 2 v 5
HEF-O TV,

1 RROFHRERFELLTO Li ke

MFELIBERIERESBEPRET 3 LOICHER
KAWL T2, M4 LI BENEERENICS-
THEEZ LIDESRRT 2EMNRESATY
2™ FDH z, BRI < Frazer & 3B EBROK
ho, MEFLIEEOHEBRIMALIOZALLTL
b HRBEE 77, L A ARMER Li BB OHERS L LT 2 2
& RRBL o, LA, ARimER Li BEICRE.LAEE S
T&7z., Frazer 5ODWSEMHER N, FRmBky HRth
DEFNELTFATERZLERLELDEERD
5. White 572 & FRIFFERE (r=0.572, n=60, p<
0.001) THHES 7 & 5 ICHRMEK Li A3 Musk Li ik
ErEOHBELZ R 20, RMMLIBEZO LD LD
b, &rL A Likt, 40 bR LUBEOM L &
B d 5 BB L T E T,

Mendels 5713 10 A0 WS OFOEE £ 4D
BB DROBE I L 25 L, Lilkbe KIGHEC
DWTOEFERI L, RIG¥ 8 ADLikkid
0.56£0.03, JEEIEE 6 AD Likhiz 0.39+0.02 TH
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gEMHD (p<0.005), L bIMEELiEECIZE
pLILERELL IO LRREE LERGET
LifA > OESEOBENEL>Tn3E I LETRR
LTw3, RIE, LW EEFNXE*2 T T3 2
rERRTHRENVBL OnAE SIS, #D% Mendels »
DERTERTIMEVERBT2HEMN AL N

Table 19. Factor Loadings on 25 Items

5.

Mendels & (. Li Fups il 48 Li S5 « BB < BF
LTsY, LbbEEA (intraindividual) TREL,
Ef&R (interindividual) ThZh DEEHH B 2 &
RERE L I2A, Lee 57913 Litb23 4 Li BEORE
EETHEI L (G PAR *m%@ 7—"**757 A5 Li Ebidm

'

Factor

(decimal points omitted)
1 2 3 4 5

. Middle insomnia

. Terminal insomnia
. Dysphoric mood

. Psychomotor retardation
. Guilt/self-reproach
. Weight loss

. Appetite loss

. Distinct quality

. Loss of interest

. Worse in AM

. Lack of reactivity

—_
— O W 00 N Oy U & WD

no

. Paranoid features

L

. Psychomotor agitation

—
o~

. Duration of depression

—
w

. Obsession/compulsion

—
o

. Anxliety-psychic

—
-1

. Anxiety-somatic

—
oo

. Hypochondriacal

—
w

. Suicidal idea

no
(==

. Depersonalization

Do
—

. General somatic

oo
0o

. Initial insomnia

nNo
(8]

. Lack of energy

oo
>

. Difficulty in concentration

g~}
(54}

. Number of episodes

301 -6 181 037 401
084 -184 237 059  -164
216 353 224 110 218
195 650 022 -150 236
616 148 -209 117 -213
238  -388 31l 170 373
2286 018 591 117 112
-070  -384  -112 250 169
41 597 222 107 077
-007  -088 460 470  -255
146 247 -194 321 029
589  -009  -151 361  -132
329 -080 -141 132 477
077 239 -349 458 -039
175 =011 -301 260 106
610 -359 046 211 Q12
458 -400 =035 -021 L7
171 =302 062 232 -009
654 -019 -241  -084  -298
086 -203 -059 455 (022
46 -164  -097 133 126
-074 <031 -015  -188  -047
318 -232  -050 257 513
212 218 208 365 189
001 018 531 062  -260

Variance
Variance explained %

2779 1.991  1.604 1.496  1.333
17.1 12.3 9.89 9.23 8.22

Table 20. Discriminant function calculated from factor scores

Factor extracted Regression coefficient P
Factor 1 1.094 0.014
Factor [ 0.369 0.398
Factor M 0.943 0.010
Factor V 1.625 0.002
Factor V —0.385 0.411

+ Indicates the probability under the null hypothesis that
regression coefficient is equal to 0.
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HLIBE:ADHEE2 4TI LE2RT (r=-0.354,n=
60, p<0.005) A%, HEbkH % Z & iz Rybakowski 57
AR & 38 Li bh & MR IEE I EDERE %
BT IEEHREL T2 (r=0.386, n=37, p<0.02).
ZOTR—FORERIZES LTI RV, WFhicl T
b LitkD “&EH" v 9 BE 5 5 13 Mendels 5743
EO&UCRLILEBREELRLOTII L, 2D L
RBAIZIEFLIRIGE LERGED Litb 2 & T 25
&, MFLIEBELERTLILENDS I LERTH,

L LELDMERZ IO EEEBL TR,

LiRE#H L FERIGEZETHRIMBLIEE L Lilbs it
B AFRERIME LIBELEE LAz
b os FEEZIZA 5N T, Smith 579, Zerbj
57, Rybakowski 5" DHEEZFFLL, DL
i, Li b BERICO FREFE L TERATRWER
B, 44 OBREZCEL TRIGE L ERIGE T
SHOMEESHEZ G LR Ewvn D BED 2 #EH %
LEELTWA L3 ICEbNS, KWK CET3

Table 21. Precipitating factor in endogenous and
non-endogenous depression

Severity of precipitants P
Endogenous depression 2.38+1.13%
(N =24)
0.57*
Non-endogenous depression 2.28+1.43*
(N =25)

+ Mean £ SD

++ Calculated with Mann-Whitney U-test.
N denotes the total number of subjects.

Table 22. Correlation of endogenous depression score with the severity

of precipitants

(N=49)

Correlation of Nelson's Autonomous depression’s score with precipitants
T=-—0.413 §, P <0.001

Correlation of NEDDI score with precipitants

T =—

0.065 §, P=0.51

§ Represents Kendall's rank correlation coefficient(z ),
N denotes the total number of subjects.
Abbreviations are the same as those of table 16.

Table 23. Comparison of the severity in endogenous and
non-endogenous depression

Diagnostic criteria Endogenous Non-endogenous P

DSM—1I 22.8+6.3 19.2+5.6 0.19
(N=5) (N =44)

RDC 21.6+4.6 17.6£6.0 0.01
(N=28) (N=25)

AD 22.0%£4.9 19.3+5.8 0.27
(N=6) (N=43)

NEDDI 21.4+6.3 18.7+5.2 0.12
(N=1T) (N=32)

TED 22.4+86.5 19.1£5.5 0.16
N=7) (N=42)

Each value,which is expressed as a mean £ SD, represents

Hamilton total score.

Hamilton total score was used for the severity of depression.

N denotes the number of subjects.

Abbreviations are the same as those of table 16.
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Table 24. Comparison of treatment with lithium in endogenous and
non-endogenous depression by t-test

Treatment interval Endogenous  Non-endogenous P
Week 0 HDRS 21.7+ 6.69 18.4+ 6.80 0.19
(N=16) (N=14)
BDI 25.3+ 9.19 276=% 7.75 0.48
(N=16) (N=14)
Week 2 HDRS 11.1+ 6.84 12.54 5.25 0.49
(N=16) (N=15)
BDI 14.24+12.28 1874+ 5.2 0.18
(N=16) (N=14)
Week 4  HDRS 7.8+ 547 8.8+ B6.79 0.69
(N=12) (N=13)
BDI 9.9+ 9.93 14.2+11.45 0.35
(N=11) (N=12)

Each value is expressed as a mean + SD.
N denotes the number of subjects.
Abbreviations are the same as those of table 4.

e——8 Endogenous .
}Hamllton score

0 -
3 O———0 Non-endogenous
oy ®-————-® Endogenous
~o Beck score
~ O—-—----0 Non-endogenous

Hamilton/Beck total score

T T

2 4

Fig.9. Treatment results for Hamilton Depression Rating Scale and Beck’s Depression
Inventory. All the subjects were treated with lithium carbonate.
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OANDHREBEED I & 3 A0 bipolar A& T h 2
B, INSOBEFERAL THHRBICEEELE 2 1
L, Tabb, AFETF— 73BN DEOPRT L
L TREZ2D R L 2 DODDEMAEET 2
EWSHERID ZRFT E oL,

2. BEHSEOFHRFE L L TDEEG

FFETRETEBIILIWCE2TED & 5 2l
TEELTLERE L, TREGREREYE 6 KD
M, « B0, o o, RECBAKTH 7.
Lixk>T g #MEINT 2 2 213, Johnson 57, K
BES80, TR 5%, Billing 5812 L o THME S AT W
3. KEES® 1F44%DERN, TTES 4% 11§l 7 4
IZ 0 FEOMINERD T3, F-EREFOKRLICD
W TId, Zakowski-Dabroska 5813 34 50D B2
WTHE 1 kgX) 18 4AmgDREBY F 745285
L, 6BMBOILBTT TIC o« WHHRLT 3 2 L 28
L, Johnson &3 ERREBI DL Lic X 2R
ORI LTw A TES™ S 11 Arh 7 AnK
FEMEEL LD, Zhe TADTRTIZOWT a
FEORIEBREEI NIV, BBICODWLWTIRILE
58013 11 7 Pl EBAIL 2 8eE L 7248, Johns-
on®¥, Itil 5%, Johnson 5™ZWV:TFh b EHEBML 2R
ELTBVHERIZ—EL Tk, KEE S0 IRIEE
Tt 21%, RIEE A 58 DEFCRY s hi-Z £ %
WEL TWa, APFETE 2460%, 2EMoO Liks
T 145 (64%), 4:BET 104 (45%) BEBEL{L%
E/cL, COBTHKES DRED L HET 203, BE
LB S NI BRI T L HSKEES D4 L
BoTw3 UEDZ L 2FETEELIKE->TE
BLMET T2 2 &4 H 20, RIBOREINSEENIZS
WEE LN, FPETRE « BEKIEETE RV
M T B HEMAA A 5 iz, Johnson &7, VL 580
W o BHEBEOBS2HBEL, Itil 513 o HIEHOK
PRI ANDLikEBRER6 ACBHBANL I L 2R

HELTBVERE—FEL THan,

PED &S Uitk > CTERE SN 2B ZE kot
BHRZTFHL 3 22100 COANERER S EY
Thotz, T%bb, 0 8-9cps D o WO, &
B Lot RFETE SN Li OMEE bR
IEELERBETEEZRED SN0 o7:. Zerhi
573 12 A0 Li S5 0BE I D TERSGERE L
BB ZAL DI D W T EER 2 RS % L, Johnson
ST ITEIFRIE(L E BRI AR e 2k e
&L T\ 5, Mayfield 53 fERBHILEAL & BT
OEELMEBEE R L 240 &, EFBS+STHL
febiEEERE L TV:3%, Zerbi 5™, Johnson &7,
Mayfield &*'OMEZ O TH LT RBEELEKETH
B5H, BFFTDZNIESD DR TH 5 ELEROEHE L
i >Tn3,

PlEDML , BRIc B8V TH 3 DFICB LTS Lik
L BB ELITEEMROFART & LT ERA TR
WEEZDZONRYTH S,

Litz & 24 Z1Lid Corcoran 8 &k - THIH T
WEanis, ZOBEILITETH-7. Johns
on* i 10 AD Li S5 DBEIZDWT 7 AIIE
B &R z08, R HEER ST, MICHEE
LERD B VEMTTHERHER L0722 L%
WEL T3, Platman 5% 3 LIS RN E &
BEES L <, LLUAIHEFENPHEERLEEL T3
ZLETFBRLTWS, FRARHETIEES LN
TeRGEEZE L e LT, 6 ODBES, BE - B, BiRkE
B, 14 & 6 Hz BIEmE2 % Svwih o 2 25t R
EBMESNTWE, &5 CEKRMNICH BT S20R
BILANBEL IR LIRS L > TREUREEE
EHESLTONRARENERERIZE VW IREND
5.

INSOFREDS Lilc X 2NEEIZEENRE
LTA&BLDIEEL A Vacaflor®d s 5 Li EtEy

Table 25. Comparison of treatment with lithium in endogenous and
non-endogenous depression by ANCOVA

Pretreatment Posttreatment P
(covariate X) (variate Y)
Endogenous Non-endogenous
HDRS (total score) 20.10 (week 2) 10.86 12.89 0.33
19.64 (week 4) 7.67 9.00 >0.50
BDI (total score) 26.37 (week 2) 14.92 19.23 0.27
25.65 (week 4) 11.03 13.14 >0.50

Abbreviations are the same as those of table 4.
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ERTVWRAREOL I Z LIk 3 EELEERA
DEELARTNEPH LKL,
V. AEMS >BOZMICH T 5 8% (relia-
bility) & R (validity)
BRHEFICBIT22HO—E (BEl) oEw:
ik DA SR ST W, ZD B IrER
® communication AAE & h, HEETIZHEOFR
—Fiz oAb P EHERCE Héiktﬁf’ﬁ%t
Ho T, Ward 59 BHERICBIT 2280
F—HORRORRITZ %Eﬁ@Tﬁﬁf%% e
B S 2 L, 72, Feighner 5%\ sb i 2 BIERY
PHMEENBHO—REL2BOIRRDAETHL 2
rEROHL, 15 OEBLRB DI L IRIFL
BRTERELZ. LR, S oBiEEsRRanT
Vah, F—EEIDWTOBHEEROT—EbH
FeaRMREE LTAEU T &7z, Strauss 5°90% 272 AD#
BEMRBHEERICOWT, 7T O0RENSIER L H
LTREMGEFE OB 2170, BRI > TRS
2&&%@14/@*%#%&F@ SR 2, R
NEOBKEBE L > THABROEENKELBRE
LEHEL, Kendall %94 38% 55 3 %MW+
BhHIELEREL TNV,
LaL, TO&3aBERMO—FRICET 2R
FRELALTRUEMSEBROBHER BT
WHES U LRIED EYZEHIRHEZOMFEIZ 5
RELDBLLA, 5D, B iR IC KA
REZLDEREEN TR LY 2AENS DFIC
HUTEATHZ09, BHEEEOE —BOERIIH
REEOMREOLR D508 Z L B FAIS N2,
Lo L AR S DRI 2 WM o —BeR I B
TOMRTEbOTA R, RIGIIRENTML
RDC T 49%, DSM-IIT 10.2% D > 2D BE B A
B omeglian, HEONSYFORE W &
ZAHIL Tvr 2, Davidson 5°9% 5 DONEM S O
DEWEREE FT, DSM-IIT 24%, RDC T 50%,
Feinberg & ¢ Michigan Discriminant Index T 70%
LB RERES DL L2 RVEHL TV
Tibb, SEELRERC, NEKS SHE02 %EF
VERERASN BB L - ThRDKE AR
SNBZERRLTHAE RIBRINBREZE S
LaHs 2 &, DSM-IITHREN > DK L 28 sk
SARXT~NTRDC THREMS DKL BWT s h, AD
TP\]E_E”%O’JFQ: ZiEhiz 6 Ab+xT,RDC TR
EHERIT T3, 2512 TED THEMES 2 &
"’\H‘ﬁéht TADSH 6 ABSRDC CHRILZH %2
PTwa, zhenz ths RDCE DSM-1II, AD,
TED # 8 &7 2 [REOANENE > 2K £ EHL, DSM-

I, AD, TED 3w b iEBEOANENS DE 2 &L
TR EEZONBH, RITO xEEKTTFENS &
512, DSM-II1& AD O—EFiZ 2% D B (x=0.69)
e, BFRFAILMER*ERL THIEELONS,
DSM-IIl & AD D —EFHEHE\ & & 1F Leckman 27
b#REL Twb, TED & DSM-II, TED & AD »—
EERIMEL (B2 x=0.43, 0.20), Z 1w %z TED i¥
DSM-II% AD LR 2 MBEONHEY> DK : EH
LTw3eEz oh3, FRETHV 5 2OBKE
O T, NEDDI 75130 4 DDy D vk D &
BERAMES ORWEEZEL THB 2 E0E 16,1755
Ho»ThHd, —BICHEESBREELERT 25
BICIRARALT 2@ H2, 121X RDC, DSM-II,
AD, TED D & 5 KHIEEDERBIZETL v @, &1
DI NEDDI D & 3 WCHEFHHEMN AT L 20D TH
%. NEDDI it Carney 53935129 A0 3 DD AR &
BOEBRICET 27—y 2 BERRSTIC L VLT
Bl-BERETH B, Z0L3 pREROHEHS
EOEVPABTOERGIIEMRENZ DL Bbh 3,
AP & - TH SN HEMN S DR OB R
D—HEFRUTLEVENI LM THE, EF
DOHBED, RHELAESOWRERS LD
BT&Rw, BHIERIINL THREShZ DL
BT 2 e DEVL—EETH 2, Kendell 593
BREMRRD 134 ABHRE LU IBHAERO 8 D
DEWEEMO - » FHTHE0.32, BE
0.87 L¥R& L, Helzer 593 0.24 5 5 0.84 & x {%
BEHEL TOI0, KHFETRER 17 TRENWL
IK 0.06, £ 0.69 D x FRET 0.69 X HISAETIZE
BETH D, PEND DROBETEELRD BRI
PEROZNED B ESTENI LAVRBENS,
Pz e»s, ASN2BMERIC X > THEA
W OMOBENRELY, LB h 2 BENRLE
% D, Fenton o903 EMAERICN L TIF L Z &
MNEDEEARMEI DRI L HTIFE A2 EEERL
T3,
EEWWWﬁﬁoﬁwﬁﬁi“mﬁﬁ”awér@
RUEBER L OHBR LML ST, EFETHL
s %Eﬁm;ouﬁﬁm EEIZL > TITbN
&5 T %538, NN S DR IR 2 Bt
B LIF LI “endogenous symptom pattern” &I
i, ORI S TR, FRFOmERY
BUSHTEEIC & - THERRE LT & F2, KBSETD 50 AD
F=F EITHEFIHTICL > TESNTZ5 DOE
FODH T endogenous symptom pattern & & V> FEE
ERTEFRROVHT Z L REMLVWIICEDR
%, Paykel 5193 100 ADSSEBE & 120 AD AR
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BEDEF220 A0S DfREBE £ RIC 28 DEMRICD
WCHAFSH£T, 3 2OERFEHMHL, retarda-
tion, distinct quality, worse in AM, agitation % £®
endogenous symptom & BDFEE %, irritability,
somatic anxiety, initial insomnia, deperso-
nalization 72 ¥ DV ® % “neurotic symptoms” &
EOHEME %R THET (factor 2) % “WEME" EFELL
Tw3, Kiloh 53 M3 ADHARBEETRE L
T, 30 OEBIX L THERFIHE{TV> Paykel 50D &
SEEFERVHLTW S, ERFEORFASNT
Paykel &, Kiloh 50 & 3z #tBfL, “WEKE" ®BF
EROHERAo I L, FBONELES DEOR
W EER O —HESEE B L rob» B LD
1z, 2 endogenous symptom pattern H37FETE L 72
WZ e b TBT 5, —H THRHROFERIMED
ZEL 2 ONEE S0, RFETIE 50 AD S DfFA
FeRRE U, T0I 54T ABHARBETHD,
IDILREBREFDLOIBRENSFEETHY, £
SROSREARE T B - 7z 72 o I FE IR TRl D B 1 error &7
Hol: TR 2, 5 1 DOMER L UTERERD
EToND, FAETIIS0AERRE LD, §ET
KHEIRTWAREED I3ROBFSHOWET
A s - ERSE, RES, HE66 THEI L
5100 KO ERBII TS L IZV 2w, &6,
FFETORFHN CE SN EATREEFHOS DT
HD, B OWEENRH LTz, wh© 3 WEN"
RF % BEERCHE LE 2 TEEIRE LTV S,
‘HEMR L “REE" Ew»d 30RO ZSER
Lange? i & » TR & hizds, ZOTHEOERIDE
BRBRETOEETH 5. FARTERRTFOXRMS
“WEN" ERBELEUD D, HIVEFEREFOD
BEOLETCIhoDERENHETZ I gy
», LW ZEThB, APREROKR 21 KRS
i<, RDC NEHE > D £ FENEM S DR OME TH
REFORIWCEERZIED shirwn (p=0.57).
51k 87 529, Hirschfeld®®d 69 A RDC WEIMH
3OM S b 26 AMNRBLME (situational) 5 DFDZ
WrEEHE R WE/- T & ¥4 L, Spitzer 5% RDC
RS DREWELeED S b 1% “REHE” T
hrIiErRVLVHLTWS, ZheDFRIFERRTF
ORANFLHFT L & RDCAEM D DB L BEV D
TLRERBLTVLS, FARLEALIEELIK
NEDDI @ total score L BEHRFOHEE LIIFER
%7 &4, NEDDL 22T s RDC LFBED T &
2z 3. AD O total score £ BFRATFTOHEE LIZH
EnEOEEsA5>N(p<0.001), EEWRLIZLD
W AD i3 RDC WEHE S DRI & 2 N3 BRBEBONRAE

IDRTHBZ Lo, ROCHRMES DBEORTLE
REFORML -EEEREL T3 ATREEM 5 3,

UEnEZEY» s, BREFLAENS DOHBEOBFRI
BEMEEOREBL T 2BHHRICE>TERY, &
CIHERZRERL L TRVEHVLEATVLS
RDC AR S DRI BREF LT L HBU O T,
BETHIEH S 1 AOBELHREMED DR LREM
(RIGH) OMADZH %> T 2AEEEDHS I L)
TRBL T3,

AR/ RISE> 2RO ZSEOBO/IE L LT
WOWMEE LR IODERBICEEEDOE, Ti
hEEENEELLVWIBNEEERMT 20T
ERVEFRL TV, K23 IRTEHRERE
ZOBRPIEIFELWI EERELTWE LD IED
5. 82 RDCIZ2 W TIRAEAM S 2R ENE
D ORBEL VBHELDEETH S,

Klein & 3 BEHESZ BT 2 4HOZYME2 TS
FHiEe L CEYICT 2 RIGEDEY 22, Zh%
“pharmacological dissection” & >3 FAEETRHL
TWwa, 2O 6 ARM/RIGHED 2RO 450
ZUMBRE ENTE R, Tbb, ZOT4H0S
—D DS AR > DRI BERESH DS DRl L
O BA&#EE: (somatic therapy) IC RIF 2 RIEERT &
W3 HDOTH B0, ZOERIEAEM S DK IEHHEA
DWENEE EHED e IRE LEET S, Bielski
SONFEBRFS OHC T 2 FHAF BT 2 H
Lx ¥ Lo, “endogenous symptom pattern” #5 Tl
RFELTEETHA I ER2RBL TS, AHIFEE
BOTRLIKCHT 2RIGE LW BA» S RDCAH
B> 2D Z SR RET L 7208, WERMED DFRkL
FERRAMES DRET Li o T 2 RIGHECERERR
HefEnot, ERAFETIMP 285 L8
WZOWT Y EN S DREEE L FENRE S ORBECRE
EERHELUEY, EEERRD oL o7z, endog
enous symptom pattern A =BRH D DHICKT S
Bip K FHlT 25 & w5 Bielski 5 DEHNH B
28, L L 2 h S0 symptom pattern THR S h 5 E
BB X L To RDC AR 3 2FsHi 2 DElIHL
TRFERIEEBHTLLFHTS boTREL, R
Prusoff &"®i% RDC PIEM 5 2% £ EWRME S 2
TEBRRHS DHlicHT 3 RIS ERELNTRD SN
BNI EFRREL TS, LiZ D T endogenous
symptom pattern K BIF 2 RS2 FH T2 L)
Dyson 5 ODEHH B4, 126 vhb & TR
BIIEESA X LT O RDC WEM > DK@ Li ik
TRIFRREEEZRTE20TREV. T4bb,
endogenous symptom pattern |3 ZERH D OH|L
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Li oL CRIFRRGERFHRIT 548, RBEE L
7» RDCHEN I DRI =ZBRMS o#l & Liowt
LTHD D DIFICEERBIFRREERT Lidv 2§,
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Abstract

The study was performed on two aspects of depressive disorders, using 55 patients who met
RDC (Research Diagnostic Criteria) for major depression, minor depression or depressed type of
schizoaffective disorder. First, a comparison of lithium (Li) with imipramine (IMP) in terms of
antidepressant efficacy was investigated. In addition, the predictive value of two clinical
variables for Li response, Li-induced electroencephalographic change and Li ratio, was
investigated. Second, the reliability and the validity of endogenous depression were evaluated.
A comparison of 4-week treatments with Li and IMP as antidepressant agents showed the overall
efficacy to be almost equal, using HDRS (Hamilton Depression Rating Scale) and BDI (Beck’s
Depression Inventory) as rating scale. However, improvement at week 4 by Li was likely to be
greater than that by IMP, when the HDRS score was higher at pretreatment. Neither Li-induced
electroencephalographic change nor Li ratio was significantly different between Li responder and
non-responder, indicating these two were useless as predictors for responsiveness to Li. Five
operational diagnostic systems for endogenous depression were applied to 49 patients who met the
criteria for RDC major or minor depression, 49% and 10.2% of whem met the criteria for RDC
endogenous depression and DSM-III melancholia, respectively. Kappa coefficients were figured
out to estimate the degree of agreement between two diagnoses, and showed rather low values in
these patients. Regarding the severity of precipitants, there were no significant differences
between RDC endogenous and non-endogenous depression. No significant relationship was also
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noted between the New Castle Depression Diagnostic Index (NEDDI) score and the severity of
precipitants. On the other hand, the AD (Autonomous Depression) score of Nelson et al
significantly correlated with the severity of precipitants. From the viewpoint of the overall
severity of depressive symptoms, RDC endogenous depression was significantly severer than RDC
non-endogenous. Regarding the diagnostic systems other than RDC, no matter which criteria for
endogenous depression might be used, endogenous depression tended to be severer than non-
endogenous one, but not statistically significant. The effect of Li therapy was compared between
RDC endogenous and non-endogenous depression, and the results showed no significant
differences at weeks 2 and 4. The present study, undertaken to shed light on the concept of
endogenous depression, supports the hypothesis that endogenous depression is severer than non-
endogenous one, but does not suggest the possibility that endogenous depression might have
severer precipitants and better drug response than non-endogenous one. Low agreement among
diagnostic systems for endogenous depression may suggest a need to further refine the definition
of this type of depressive disorders.



