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Hazard Ratio for Onset of Major
Depression in a 2-Month Period
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Long-Term Contextual Threat of Stressful Life Events

Kendler KS, et al., Am J Psychiatry 2004; 161(4): 631-6
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Premenstrual exacerbation (PME)




AR R P FEEDZEF

e AR/ FAIXINILENTIL—T75%

« PMS —20-50% (FZFEIXLE5.4%)

e PMDD —2-17.6% (#95%) (HHE1.2~4.2%)

American Psychiatric Association (2000) : Diagnostic and statistical manual of mental disorders,

Fourth edition Text revision: DSM-IV-TR. American Psychiatric Press, Washington DC.
EFARSBETA F 54 > -7 AR KAR2017.

http://www.jsog.or.jp/activity/pdf/gl_fujinka_2017.pdf

de Carvalho AB, et al. Psychiatry Res. 2018;268:42-45.
RIFR T, F‘%"“i% RS EES, 2007:12(1-2), 268-272.
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American College of Obstetricians and Gynecologists. Premenstrual Syndrome. Guidelines
for Women’s Health Care. A Resource Manual, Fourth Edition, 2014; 607-613. (Guideline)
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e PMDD 4.2 %
(DSM-IV 0> 22 7 EL 318 B
AB, D% 7 4)

Only A

N
A+B A+B+D:
PMDD

« BDUTEEIRBABE /LT \

5.9 % /

« DUTEEIRAR A TimiY Only B
17.9 %

RIERFE, EBEFE L MECHES, 2007:12(1-2), 268-272.



PMDD D & #IZ £ Bpersonality D &

PIDD  ph e
Average SD | Average SD
EPQ- #{RAEME 166 3.6 >147 37 .003
EPQ- #\rAltE 160 25 =161 3.1 376
NEO-18#3 28 30,1 69 >256 6.7 .000
NEO-5mI1%E 22 52 <247 61 .009
NEO-GAT%E 281 45 =277 45 42
NEO-ZHED L= 273 47 <287 46| .082
NEO-ifiZES 249 58 <265 56 .11

AEXRE, BEEREE: ¥ OHEY, 2007:12(1-2), 268-272.



PMDD D F #EIZ 2T 5 EF
Logistic BE#T

B value Od.d 95%CI1 P
Ratio

7= & 3] 21 1.684  5.389 1.033-28.102  .046
AbLyHY— 420 1.522  1.123-2.063 .007

y—< v )b
$A— L 012 1.012 .985-1.039 380
EPQ- if% fE 1% 168 1.183 944-1.482 145
EPQ-4} [l 14 -.057 945 737-1.212 656
B2 I 35 2K 274 760 .537-1.076 121
F 5 .088 1.092 979-1.217 115
7I)La—)L - 111 .895 .086-9.271 926

95% Cl: 95% Confidence Interval

AIFERFE, BEESE  WHESEES, 2007:12(1-2), 268-272.
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PMS/PMDD (Z 419 B3SSRI D X ¥ BZ#r (Cochrane Rev)

Forest plot of comparison: 1 SSRIs versus placebo - all symptoms (end scores), outcome: 1.2 Moderate dose SSRI.

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight v, Random, 95% CI v, Random, 95% CI
1.2.1 Luteal administration
Eriksson 2008 2 0.8 a1 2.8 1.1 50 9.9% -0.83 [-1.23,-0.42] —%_
Freeman 2004 (1) ¥6.8 46.3 45 98.8 47.38 25 8.1% -0.47 [F0.96, 0.03] — 1
Halbreich 2002 {2) 465 18.9 119 54.9 24.8 110 13.6% -0.38 [F0.64,-0.12] -
Jermain 1999 (3) 55 539 28 85 628.7 29 7.5% -0.48 [-1.01, 0.05] |
Subtotal (95% CI) 243 214 39.2% -0.51 [-0.71, -0.31] L3

Heterogeneity: Tau®= 0.00; Chi*= 3.29, df= 3 (P =0.35); F= 9%
Test for overall effect: Z= 4.94 (P = 0.00001)

1.2.2 Comtinuous administration

Cohen 2004 (4) 220 1861 111 345 63.7 106 13.1% -1.01 [-1.29,-0.73] -
Freeman 1999 (5) 281 60 62 124 75 55 10.7% -0.63 [-1.01, -0.26] —a—
Freeman 2004 79.4 485 43 98.8 4738 25 8.2% -0.40 [F0.89, 0.09] T
Ozeren 1997 (6) IN2 8.2 15 57.4 18 15 3.7% -1.82 [-2.69, -0.95] S —
Steiner 1995 (7) 32.4 27.2 96 51.1 291 52 11.4% -0.67 [-1.01,-0.32] =
Yonkers 1997 (8) 43.5 191 116 83.7 241 118 13.7% -0.47 [[0.73,-0.21] -
Subtotal (95% CI) 448 371 60.8% -0.73 [-1.01, -0.46] @

Heterogeneity: Tau®= 0.07;, Chi*=15.68, df=5 (P = 0.008), F=68%
Test for overall effect: Z2=5.25 (P = 0.00001)

1 1
T

Total (95% CI) 691 585 100.0% -0.65 [-0.84, -0.46] &
Heterogeneity: Tau®= 0.05; Chi*=21.61,df=9 (P=0.01); = 58% _52 _f1 ) 3 5
Test for overall effect: Z=6.76 (P = 0.00001) Favours SSRI Favours placebo
Test for subgroup differences: Chi*=1.70,df=1 {(P=0.19), F=41.1%

(1) Daily Symptom Rating Form score

(2) Daily Record of Severity of Probhlems score

(3) Calendar of premenstrual experiences

(4) VvAS Total

(5) Penn Daily Symptom Report

(6) Calendar of Premenstrual Experiences

L e s Marjoribanks J, et al.: Cochrane Database Syst Rev.2013(6): CD001396.
doi: 10.1002/14651858.CD001396.pub3.




PMS/PMDD (Z 419 B3SSRI D X ¥ BZ#r (Cochrane Rev)

Forest plot of comparison: 2 SSRIs versus placebo - all symptoms (change scores), outcome: 2.2 Moderate
dose SSRI.

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Luteal administration
Cohen 2002 (1) -31.3 176 86 -23.2 168 88 26.6% -0.47 [[0.77,-0.17] -
Kornstein 2006 (2) -121 113 78 -88 81 43 17.3% -0.32 [-0.69, 0.06] _-a
Miner 2002 (3) -30.4 197 84 -259 186 80 256% -0.23 [-0.54, 0.07] -
Steiner 2005 (4) -284 198 93 -205 204 105 305% -0.39[-0.67,-0.11] -
Subtotal (95% CI) 341 316 100.0% -0.36 [-0.51, -0.20] %

Heterogeneity: Tau*=0.00; Chi*=1.24, df=3{(P=0.74); F=0%
Test for overall effect: Z=4.52 (P =< 0.00001)

Total (95% CI) 341 316 100.0% -0.36 [-0.51, -0.20] ¥
Heterogeneity: Tau*=0.00; Chi*=1.24, df=3(P=0.74); F=0%
Test for overall effect: Z=4.52 (P < 0.00001)

Test for subgroup differences: Not applicable
(1) Daily Record of Severity of Problems total score (self-report).

(2) 50 mg dose. Daily Symptom Report Score (self-report)
(3) Two doses of fluoxetine 90mas, 14 days and seven days hefore expected menses. Daily Record of Severity of Problems total score
(4) Total VAS symptoms

2 1 0 1 2
Favours SSRI Favours placeho

Marjoribanks J, et al.: Cochrane Database Syst Rev.2013(6): CD001396.
doi: 10.1002/14651858.CD001396.pub3.



PMS/PMDD (Z 419 B3SSRI D X ¥ BZ#r (Cochrane Rev)

Forest plot of comparison: 4 SSRIs versus placebo: withdrawal due to adverse events, outcome: 4.2 Mod dose.

SSRiIs Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Evemts Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.1 Luteal administration
Cohen 2002 4 a6 1 88 1.9% 4.24 [0.46, 28.76]
Eriksson 2008 3 53 3 5 5.9% 0.96 [0.12, 4.99]
Halbreich 2002 11 119 1 110 1.9% 11.10([1.41, 87.48]
Landen 2007 (1) 3 59 1 29 26% 1.50 [0.15, 15.08]
Steiner 2005 16 119 5 123 8.7% 3.67 [1.30, 10.36] —
Steiner 2008 4 36 2 35 3.7% 2.06 [0.35, 12.06]
YWikander 1998 1 19 1 10 2.5% 0.50 [D.032, 8.95]
Yonkers 1997 10 116 2 118 3.7% 547 [1.17, 25.55] S
Subtotal (95% CI) 607 564 30.8% 3.23 [1.82, 5.73] "
Total events 52 16
Heterogeneity: Chi*F=6.30,df= 7 {(P=0.51), IF= 0%
Test for overall effect: Z= 4.02 (P = 0.0001)
3.2.2 Continuous administration
Cohen 2004 15 113 F 111 12.5% 2.27 [0.89, 5.81] ———
Eriksson 1995 3 27 2 111 1.4% 6.81 [1.08, 43.02]
Glaxo 1996 5 31 2 17 4 4% 1.44 [0.25, 8.37]
Glaxo 2001 19 117 7 118 11.9% 2.07 [1.24, 7.62] S
Landen 2007 5 60 2 30 5.0% 1.27 [0.23, 6.98]
Ozeren 1997 2 18 o 17 0.9% 5.30([0.24, 118.89] »
Pearlstein 2005 20 125 =] 125 15.4% 2.46 [1.07, 5.63] =
Steiner 1995 11 102 8 125 13.0% 1.77 [0.68, 4.58] ——
Yikander 1998 2 19 2 10 4. 8% 0.47 [D.06, 2.97]
Subtotal (95% CI) 612 664 69.2% 2.24 [1.50, 3.34] -
Total events a2 39
Heterogeneity: Chi*F=517,df=8{(P=0.74), IF= 0%
Test for overall effect: Z= 2.96 (F <= 0.0001)
Total (95% CI) 1219 1228 100.0% 2.55[1.84, 3.53] R
Total events 134 55
Heterogeneity: Chi==11.95, df=16 (P = 0.75); IF= 0% =D 01 0:1 ; 1:0 1 UU=

Test for overall effect: Z= 562 (P = 0.00001)

Test for subgroup differences: Chi*=1.06,df=1 (P=0.30), F=6.1%
{1) Overall placebo events 3/59

Favours SSRIs Fawvours placebo

Marjoribanks J, et al.: Cochrane Database Syst Rev.2013(6): CD001396. doi: 10.1002/14651858.CD001396.pub3.



PMS/PMDD (Z 419 3SSRI D X ¥ BZ#r (Cochrane Rev)

« BMERAICL 591k 1T, SSRIBFTHEEICEZLS ALK (FFE : OR
2.55, 95%Cl 1.84~3.53, 158t%, 2447 ADLM ; TET >R L
NIL:BEE) .

« PEENSSRICEAET Z2HKD —MROLEERIZ, 35K (NNH =
7)), BEAFHAIERABE (NNH=9) , #BEK (NNH=13) , &%
(NNH = 14) , 8B (NNH=14) , T (NNH=14) Th -
/-.

o ZORBBMTTIE, SSRUIEFHED 9 4 THENR (CEHEIR, S48
AR, MEEREIR, ZRIEM) IS L TEHTH- 7=,

- BEBZRIIAERGEETH > 7-.

Marjoribanks J, et al.: Cochrane Database Syst Rev.2013(6): CD001396. doi: 10.1002/14651858.CD001396.pub3.
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Y55 B R %L ACEs

L &Y
PME 4 8
PMDD 36 18

L &Y
PME 9 3
PMDD 15 39

PME : 8/12=66%
PMDD : 18/54=33%

p=0.05

/R BRI 3E A BR (adverse childhood experiences: ACEs)

PME : 3/12=25%
PMDD : 39/54=72%

p=0.03
CEEFEX)
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adverse childhood experiences: ACEs
IR E A
B RB E T
MR ERF
IR EE DNE
By (MER) BB ONE
MFEDNE (F 7 ITEEE)
SESTAOE € = al: OE/ LA
XD T7ILad—)LhE - EB¥E A
. REROFBHAERBX B
10. K& D ARIX Felitti VJ, et al: Am J Prev Med 14 :425-458, 1998
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ACEs X327

B ACEsZ 1 7 544 £ D356 »O0ddstL
) DYF 4
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Felitti VJ, et al: Am J Prev Med 14 :425-458, 1998




ACEs & 9 2% (BZ)

1. ACEsz % < 8B L T\W5Il3IY, £F, BLUREIIHITS, 5
'394—, TCP 5 ’DEJK ) R J 75‘\\1%770—5— 5. Chapman DP, et al. J Affect Disord
82: 217-225, 2004

2. BEVWEHEENRYE LA T, 1O EDACEs 2828 L T\ 5%
AETZIITHVALLERT, R FLRIZTSINEBEIC, LY
KEBEENDAFMLATLIDRE2BET SR I70&GL R 5.
Hammen C, et al. J Consult Clin Psychol 68: 782-787, 2007

3. 7oA 7RREFNI7,337TAENR Y LA T, ACESH®
BV RI7EZLEIFEZEHBALNIZR -7, )DL BRDE
1ZIL58 <, ACESHO T DEEDNTE N % L T M7=, Dube SR, et al. JAMA
286: 3089-3096, 2001




ACESH BB E 7 DFEDEBEFEI KT T 3

1. 1B DREBBBLNAE T, ACEs=REEL T\ 5 ¥, 12K D

i#@%/ﬁt: £ 5% Eﬁ@zﬁﬁ"ﬂ&_: L 7z (32% VS 44%) . Klein DN, et al. Depress
Anxiety 26: 701-710, 2009

2. 81LDIEHEDI DRENRE LEMAT, ACEszRBEBRL TW\W5L,

%#@%%Ei?ﬁ i J, CBTEMQO) 7‘3_75‘;77%75‘% AN 7=. Nemeroff CB, et al.
Pract Natl Acad Sci USA 100: 14293-14296, 2003

3.1772 DD DB E W2 v LR T, ACEs2REB L T\W5 Lk,

X ABBREENDRISHYED > 7=. Johnstone IM, et al. J Affect Disord 149:
221-229, 2013




PMDDZEZ D#HIE/EDFIEICACESHBIET 3

153 ADPMDDEEZE 41 A (27%) ICHIFELIE ZRDH -,
HHLJRDABEIINTT % LogisticEl JF D47,

B SE OR P 95% CI

3 >mO G 2.57 1.27 13.13 0.04 1.090, 15.820
R OB 72 73 48 0.32 0.116, 2.026
'JE_,EEIEJAZES) 1.24 38 3.45 0.04 1.045, 11.414
RO REHER 03 0.07 1.03 0.69 0.885, 1.202
LD S SR 0.15 0.06 1.17 0.01 1.028, 1.329

Carlini SV, et al.: Clinical correlates of women endorsing premenstrual suicidal ideation: a cross-sectional study.
Biopsychosoc Med. 2022 Nov 8;16(1):23. doi: 10.1186/s13030-022-00252-3.



PMDD# % 3 & B, HIEZEIZ (1

PMDD ¥ B #%4b ¥

PMDD Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baca-Garcla et al, 2004 &8 73 57 135 21.4% 18.61 [7.05, 49.11] e
Carvalbo gt al, 2018 26 128 48 508 26.7% 2.02[1.73, 4.92] ——
Hong etal, 2012 B 59 05 2440 23.BX% 3.87 [1.79, B.39] —
Shams-Alzadeh et al, 2018 3z 43 35 104 216X 12.16([4.68, 31.55] . —
Sowdas, Albayrak, & Sahin, 2014 5 70 0 78 6.6X% 13.18 10.72, 242.87] >
Total (95% CI) 373 3355 100.0% 6.97 [2.98, 16.29] ~angii
Total events 144 235
Heterogenelty: Tay® = 0.63; ChF = 16.59, df = 4 {P = 0.002); P = 76X 'b o1 051 i l'b 1005

Test for overall effect: Z = 4.48 (P < 0.00001) Lower Risk in PMDD Group Higher Risk in PMDD Group

> PN
PMDD ¥ HFIERE
Case Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hong et al, 2012 27 50 422 2440 20.4% 4.03 [2.39, §.81] ——
Piver et al, 2013 63 168 269 2023 70.6% 3.91 [2.79, 5.48] i
Total (95% CI) 227 4463 100.0% 3.95 [2.97, 5.24] e
Total events 90 691
Heterogenelty: Taw® = 0.00; ChE = 0.01, df = 1 (P = 0.92); F = 0X b o1 0=1 i llb 1001
Test for overall effect: Z = 9.4 (P < 0.00001) Lower Risk in PMDD Group Higher Risk in PMDD Group

Prasad D, et al.: Suicidal Risk in Women with Premenstrual Syndrome and Premenstrual Dysphoric Disorder: A Systematic
Review and Meta-Analysis. J Womens Health; 30(12):1693-1707, 2021.
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PMS ¥ B4

Case Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Birtchnell & Flowd, 1975 52 11& 54 100 32.3% 0.69 [0.40, 1.18] — &
Keye, Hammond, & Strong, 1986 14 68 1 34 12.1% B.56 [1.07, 66.10]
Shams-Alzadeh et al, 2018 48 23 35 104 31.7% 2.10 [1.18, 3.74] ——
Thin, 1968 94 100 58 68 23.0% 2.70 [0.93, 7.83] S -
Total (95% CI) 377 306 100.0% 1.85 [0.77, 4.46] —amii—
Total events i 2 208 148 i
Heterogenehty: Tay® = ().55; Cht = 12,97, df = 3 (P = .005); I = 77X E t ] i |
Test for overall effect: Z = 1.37 (P = (.17} 0.01 0.1 L 10 100

Lower Risk in PMS Grnup‘ Higher Risk in PMS Group

PMS ¥ B2 &

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chaturvedi et al, 1995 11 k1] 0 139 225X 125.82[7.19, 2203.05] >
Keye, Hammond, & Strong, 1986 51 68 &€ 34 36.8% 14.00 [4.96, 39.55] —
Piver et al, 2013 300 1774 260 2023 40.6X% 1.84 [1.55, 2.18] =
Total (95% CI) 1878 2196 100.0% 10.06 [1.32, 76.67] e R——
Total events 452 275
Heterogenelty: Tauw® = 2.64; Chi¥ = 22,67, df = 2 (P < 0.0001); P = 91% ; = . ‘ |
Test for overall effect: Z = 2.23 (P = 0.03) 0.01 9.1 : 10 104

Lower Risk in PMS Group‘ Higher Risk in PMS Group

Prasad D, et al.: Suicidal Risk in Women with Premenstrual Syndrome and Premenstrual Dysphoric Disorder: A Systematic
Review and Meta-Analysis. J Womens Health; 30(12):1693-1707, 2021.
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BRA XN MIRT 2EBEO/ N — FEE (HR) 130.56 (95%Cl: 0.48-0.65) TH - /=
100+

80 -

60 -
Control
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Folic acid

Rate per 100 000 person-years

0 I I I I I
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Month

Gibbons RD, et al. : Association Between Folic Acid Prescription Fills and Suicide Attempts and Intentional Self-harm
Among Privately Insured US Adults. JAMA Psychiatry; 79(11):1118-1123, 2022.
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hort) oy £FEE GERBR, RMAELWEFTYEIR, 7/ILI1—-LXCH 7 14 UHIR
, EHANYEE), T I HHAX), N—T, W, KRY

HF)A R {HAILYDLBEEF, w727 LE8E, By, wILFEFIID, EY I UB6
, E9 32D, w3lBHEE, 1V 751Ky, TI74—II, y-ba27za—J, y-b2 )/ —
I, Fz AR —, £ Fa7EILHX2 (Ginkgo biloba) , 1 7=>77Ysa—XF14I (
v/ LA ER) }, NSILEERA

SHERENEMEE {(FHZER (MARE - BRELRY) , FRF (UD<HI2), ERA (
EIll) , BAHE (IuRiE:EE, HIFHEE, HERERBAL, hiZAKE, PATE, MAFEURER
BE¥E, YY) }
FERERDBRIENIZEXCEMREREARDIFS, BOBEE (OC/LEP) R rn{EAET X b O
gy FTasr2rariEeER AV S

BHERNBEHEE U LEDPMSE L U'PMDDIZ IZSSRINESHT 5. F /A FaREL /Y = F =
TR NSIVA—IILEEERWVS 2D

. . . _ _ r =A

ERBABBEAA K51 > ERAR S RIF017. ARFRARAKER
(http://www.jsog.or.jp/activity/pdf/gl fujinka 2017.pdf) ,

Lanza di Scalea T et al: Med Clin N Am 103: 613-628, 2019% £ £ |28 & 1E X
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Freeman et al, Arch Gen Psychiatry, 1999
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Landén M, et al. Neuropsychopharmacology. 2007;32(1):153-161. ‘SK



PMDD & 7 2 icX1d BSSRID RIS DIE NS 5

e D O¥RIE, SSRIMMRAEBRIC2~4BZET 5
« PMDDIZ, SSRIZARA L - ERRICHIERD Y

(Y F+ T RAEBEO Lo b= > =I3SSRIBRAZEI0D TLAET 5)

D) DO Y PMDDIIRNAR DIEEDNEHHE CIZEEINTRS S

PMDDIZ Y + AR ta b= ENEZE
IOE/IL, BYFTTREZEBEAE~LH Ay Y v —LRNILDOEE

1)Dursun SM, et al. An exploratory approach to the serotonergic hypothesis of depression: bridging the synaptic gap. Med Hypotheses. 2001;56(2):235-243.
2)Steiner M, et. Serotonin and gender-specific psychiatric disorders. Int J Psychiatry Clin Pract. 1997;1(1):3-13.

3) Nutt DJ, et al. Mechanisms of action of selective serotonin reuptake inhibitors in the treatment of psychiatric disorders. Eur Neuropsychopharmacol. 1999; 9
Suppl 3:581-86.
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® PMDDEEA THARRAHREZNIOBEOMmMP O F =~
T

Rapkin AJ,et al,:Obstet Gynecol. 1987 ;70(4):533-537.

@ tu F=—HIERME M) T b7 7 4B TPMDDIEIRE
it (K 7°b 77 > TERER)

Menkers DB, et al,:J Affect Disord. 1994 ;32(1):37-44.



PMDD I IRGEHESE (cHE ToXHDZ & o)
(Eknto b= HEDBHMT)

VTR ota b= ERELT (BF) BIE
/R BR 335 /A BR adverse childhood experiences:
ACEs

# (Toxic stress)

>+ T 2B
robr=—2%
BT rE

Fetitti VJ, ek@l\Am J Prev Med 14 :425-458, 1998
BEE XTI B ERE5120: 173-185, 2018
Shonkoff JP, et al: Pediatrics 129: 232-246, 2012




FaILITF /S Oz ETEEE
Tasr 5o roREEY
3a-hydroxysteroid dehydrogenase (3a-HSD) (2& Y, 5a-
pregnane-3, 5a-pregnane-3,20-dionez B TEH#IN 5
GABA-AZ B ENL T, BARNMTLERZTY
PMS, PMDD T1{K1&
SSRIE3a-HSDIEME %= LIF, R 7O 7 L7+ /o> RNILx LR

I & % Griffin LD:Proc Natl Acad Sci U S A. 1999 :96(23):13512-13517.

BAREOT7OTL 7/ a @I EV ¥ PMDDEIR A VER E

Wang M, et al. J Clin Endocrinol Metab,1996; 81(3):1076-1082.
Girdler SS, et al. Biol Psychiatry, 2001; 49(9):788-797.

RIFRFE L RILE> D DK, EwmARLIEHE101 (4) :362-367, 2010.
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20194FE3 A K [EFDAAY, ;‘*‘141')’37*0), BE ¥ L T, brexanolone (7
O7L74+/0>:ALLO) DOFFHEFIZAKAL = xmsezn) .

I ORBZEDOMNBERTOALLOEE ZR@BEHE L VKL, 1) DEELHEIC
LY EH 9T Suzunova v, et al: Proc Natl Acad Sci USA 95: 3239-3244, 1998

’3 ’Dﬁj— %\%'O)EPquALLO/I%:E{ 75‘1%%%. cl: t) 'f& \ Mschle C, et al:Mol Psychiatry 11:

261-271, 1998

9 D¥RILIEZ N TALLOE B B2 & 5-a-reductase type I FIR{K T agis-Balbora

RC, et al: Psychopharmacology 231: 3569-3580, 2014

Blexanolone 90pg/kg, 60BFFEFEE H [E1% 5 1L60FRE12 D ) DfF & X
EI LY, ma1m73ﬂ¢xn%1%a# REZZRII6EF%, 1A
ER, EE\{% ’ &) i LN, ,\v_,\[f: D= 57 ')4 %Meltzer-Brody S, et al: Lancet 392:

1058-1070, 2018
SEPR B (434,000 R IL ¥ & ZBwisner KL, et al: JAMA Psychiatry 2019 Jun 26.

$EF| (SAGE-217:zuranolone) Martinez Botella G, et al: J Med Chem 60: 7810-7819.2017.




FE1E 9 D ICBrexanolone-#1 9 2

Effect of brexanolone on depressive symptoms, anxiety, and insomnia in women with postpartum depression: Pooled
analyses from 3 double-blind, randomized, placebo-controlled clinical trials in the HUMMINGBIRD clinical program

60-h Follow-up Period,
infusion Days 3-30
100 - -0-BRX90 (N=102) -o-Placebo (N=107)
90 - o — @ ®

80 -
70 -
60

—* B

Placebo (N=107) BRX90 (N=102)

Time to onset of response, h

Cumulative Percentage of Patients
Achieving HAMD-17 Response, %
o
(=]

20 Median (95% CI) 36 (24, 48) 24 (24, 36)
10 Min, Max 2,819 2,320
p/ p value (BRX90 vs placebo) 0.0265

0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3

Day
Epperson CN, et al. J Affect Disord. 2023 Jan 1;320:353-359. doi: 10.1016/j.jad.2022.09.143.



PMS/PMDD D € F 18 (X4E)

KD RKEMEA > —04F> (IL) RTINF-an L RXLiE, PMSOEZMETERL T
\> % (Bertone-Johnson ER, et al: Hum Reprod 29: 1987-1994, 2014)

CRPD L NJLIE, PMSEEIRDEEE, IR, 1TE), BRREERYCENHEI»H
> 1= (Puder JJ, et al: Eur J Clin Invest 36: 58-64, 2006. Gold EB, et al.: J Women’s Health 25: 865-874,
2016)

PMSD &M TCRPD £ F X7\ (Roomruagwong C, et al.: J Psychosim Res 142:1103555, 2021)

PMSOHOLMT/NT 7O E > ¥ miFmARC3, C40 LR #3287~ (Roomruangwong C, et
al. J Psychosom Res 135: 110158, 2020)



PMS/PMDD D B2 E3E (BZEX M L X 2 ROS)

« PMSLMETIIARRAIBOBERIAICHMIBMEZILEEIMET T % (Duvan ¢, et

al.: Arch Gynecol Obstet 283: 299-304, 2011)

e PMSLMTEEILRA FL XML TWSEHIFTIEAR W (Roomruangwong C, et

al. J Psychosom Res 135: 110158, 2020 ; Inceblyik A, et al.: J Obstet Gynecol 35: 188-192)

« RIMOETE FHMET, HERILESY I VA C, EOMFBETEEIL, —H&
BIICPMSOIERC EREE Y ITEEE T, PMSOEERE Y L ThHOImER1L
L’_\\ 57 E y@'@éﬁﬁ Li )63 %’E:?Fﬂﬁ Z @*Efﬁéﬁ % ") (Frankel RA, et al.: BMC Women’s Health

21: 49, 2021)



PMS/PMDD » £ £15 (FE#E - Zinc)

Zinc|XPMS/PMDDD L ICEHE VT, ARREMEIR ¥ @23 £ R K FBDNF, #BR
fbRExRETIH . SRECRPIIHT AZinclBNABAERNERIIAD s h
- 7/=. (Jafari F, et al.: Biol Trace Elem Res 194: 89-95, 2020)

Zincld, B L1/ER, IRIESERA D H 5 (Prasad AS: J Trace Elem Med Biol 28: 364-371,
2014)

ZinclIRIE, MRBRFECHRMERETFTDIEM, FB - LREHNDLRE, )
2>1/ERA (Szewczyk B, et al: Prog Neuropsychopharmacol Biol Psychiatry 35: 693-671, 2011) 7& ¥,
BHROARGIERZRY.

PMSZEREN T 2 EF £ L THRENL, BED Y+ 7T XLEEHIGABA-AZ BAADEA
EHX ML TIRN ST EEMHIEH 5 (Carver CM, et al.: J Neuroscie 36: 8070-8077, 2016)

Tiranini L. et al.: Fac Rev. 2022 Apr 28;11:11. doi: 10.12703/r/11-11. eCollection 2022.



7 DRIE Kt P ELLIRE DT & EF - X 5 BEHT
| 78R F 1 4508812 T, I DFICIREHR D Y

- 1643AMD ) DR EBE Y 804AADNXT BIFERE D AEMEBINEE X BET 5174 DHE
C BRI, S OROBEBRE TII B L Y £591.85umol/LIES > = (8912.1p g /dL)

876 BIOL PSYCHIATRY 2013;74:872—-878 W. Swardfager et al.
Depressed Non-depressed
Study Mean SD n Mean SD n WMD (95% Cl) Weight (%)
van Kempe 1984 (11) 1399 204 65 154 1.7 17 —+— -1.41 (-2.36, -0.46) 6.21
McLoughlin 1990 (29) 123 164 14 141 146 14 —E— -1.80 (-2.95, -0.65) 5.86
Nargang 1991 (16) 1647 336 35 1772 381 35 +— -1.25 (-2.93, 0.43) 4.88
Maes 1994 (13) 27.75 4.19 48 3091 3.06 32 — -3.16 (4.75, -1.57) 5.05
Maes 1997 (27) 1438 184 36 176 1.84 28 — = -3.22 (4.13,-2.31) 6.28
Maes 1999 (28) 1475 159 34 17.38 185 14 —--—'— -2.63 (-3.74, -1.52) 5.94
Nowak 1999 (31) 1209 168 19 1377 11 16 — -1.68 (-2.61,-0.75) 6.25
Stanley 2002 (34) 119 396 21 201 346 20 < —%——— : -8.20 (-10.47, -5.93) 3.88
Yang 2005 (12) 1188 237 33 136 19 23 —4— -1.72 (-2.84, -0.60) 5.91
Crayton 2007 (women) (17) 11.17 23 485 1178 184 28 , — 1 -0.61 (-1.32,0.10) 6.58
Crayton 2007 (men) (17) 1193 214 328 1193 23 26 R 0.00 (-0.91, 0.91) 6.27
Salimi 2008 (32) 994 213 144 1071 173 161 = -0.77 (-1.21,-0.33) 6.90
Grieger 2009 (10) 101 217 28 119 328 43 —_— -1.80 (-3.07, -0.53) 565
Nguyen 2009 (30) 106 2 182 105 22 187 ; —— 0.10 (-0.33, 0.53) 6.91
Irmisch 2010 (15) 1071 277 75 1152 329 99 —-o-— -0.81 (-1.71, 0.09) 6.29
Amani 2010 (26) 1218 47 23 17.07 335 23 + ; -4.89 (-7.25, -2.53) 375
Salustri 2010 (33) 1646 839 13 1317 1.1 13 ; 3.29 (-1.31,7.89) 1.61
Siwek 2010 (14) 1102 179 60 1421 282 25 —o— -3.19 (4.38, -2.00) 578
Overall e -1.85 (-2.51, -1.19) 100.00
T I * T T
-10 -5 o} 5 10
Lower in depressed Lower in non-depressed

Figure 2. Peripheral blood zinc concentrations in depressed and control subjects (umol/L). Cl, confidence interval; WMD, weighted mean difference.

12umol/L = 78.5p g /dL Swardfager,W., et al. BIOL PSYCHIATRY, 2013 ; 73 : 872-878
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Table 1 Biochemical parameters and scores of ChMI| and POMS before and after the 10-week intervention with and without Zn supplementation
in wormen

Multivitamin n=15) Multivitamin+ finc (n=15)
Baseline Post-intervention P value Baseline Post-imtervention P value

Biochemical indices

Hemoglobin {g/dl}) 13.5 (0.8) 13.5 (1.0) 0.754 13.5 (0.9) 13.6 (0.9) 0.47a

Serum ferritin (ng/mmil) 27.6 (14.3) 38.8 (24.9) 0.059 388 (23.1) 345 (24.7) 0.239

Serum zinc (o mil) 0.87 (012) 0.89 (0.15) 0.776 0.84 (0.16) 0.92 (0.17) 0.011*
CAI

Somatic symptoms, A-L 21.1 (16.6)° 19.6 (14.6) 0.889 255 (13.1) 191 (10.7) 0.069

kental symptoms, M-R 11.5 (10.0)° 12.5 (9.9 0.682 13.5 (9.8) 13.1 (9.8) 0.875
FOMS

Tension—anxiety, T—A 15.9 (7.1) 13.0 (7.68) 0.089 15.9 (6.2) 154 (6.8) 0.493

Depression_dejection, [ 2003 (11.0) 16.7 (13.7) 0.221 196 (10.4) 151 (10.46) 0. 009**

JAngerbostilite, A-H 14.3 (10.2) 12.5 (10.1) 0.393 11.7 (5.8) B4 (3.9 0.012*

Vigor, ¥ 9.3 (5.8) 102 (5.5) 0972 9.5 (4.7) 9.1 (5.8) 0.309

Fatigue, F 12.7 (6.0) 129 (8.4) 0.864 12.3 (5.8) 11.5 (A7) 0.151

Confusion, C 13.9 (4.8) 122 (3.7) 0.151 14.7 (5.1) T4.4 (5.5) 0.904

VILFEI I HEHFARAL LML, Moods State (POMS) 7’07 74 1L T, I D¥F-%AE
A7 LRY-BMERITOARRRP L FINRE (P40) NARELEMERL .

Sawada et al,.European Journal of Clinical Nutrition 2010; 64, 331-333; do0i:10.1038/ejcn



I DEEELD I 2BEEENDBIHLFGAELEDENE
CORFTFVFYILE2—, X I
EROWIBIE, BRI DBOL DI SETRRI N
BAD S SERE BT 5 THEMA D 2

Reference Scale SMD (95% CI) Aeight
Nowak et al (2003)%® BDI - -0.92 (-2.04, 0.20) 8.1

Siwek et al (2009b)*° BDI ——— 0.08 (-0.63, 0.78) 20.51

Siwek et al (2009a)™ BOI —_— -1.83 (-2.87, -0.79) 9.39

Ranjbar et al (2013)% BDI ——— -0.85 (-1.31, 0.00) 2359
Nazarinasab et al (2017)= BDI ——p—— 0.08 (<0.44, 0.59) 3841

Overall (l-squared = 70.6%, p = 0.009) O -0.36 (-0.67, -0.04) 100.00

-0. 36(-0.67, -0.04)
T T

Da Silva et al: Nutrition Review 2021;79(1) 1-12.
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HZAA I D@FEZEICH IS B 7 DEDEEFKIRDMEE

treated with fluvOxamine (100-200mg/day) treated with Milnacipran (50-100mg/day)
—=— Female=44 (N=T) 1
] —5—  Female<d4 (N=3
5 T & Female=d4 (N=15) - Fem'lIe{“{[H z;}
- =~ —E— emale= =
—A— Male (N=22) 5
0 ——  Male (N=15)
.5 - 07
£ -
2 =
A 10 b 5
E g nnl-.-r.-_ﬂ_ﬂ] TE E
= a = m,
g3 15 R Z a0 -
£ 3 £ 3
"] o =
= 3 20 4 z £
£ £ 15 T
5 s ; :
L\\E} #Ep<i. ] |
30 =
_35 _- =25 T
-40 . . . . . -30 g -
0 1 2 4 6 0 i 2 4 6
Time (weeks) Time (weeks)

Fluvoxamine T8E L =354, [Female<44] B TIX [Female=44] X [Male] B k& L T
MADRSO BB R XEHNTT 5 75%, MilnacipranT/EERLEZBEICIIZDENFEB LN - 12

Naito S, et al,, Psychiatry Clin Neurosci 2007: 61: 421-7
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ATANITRILE EE, 123AFFRILECERER L

73 i

Ric%E KILECEERL 63.2%
FILEVEEDHY  83.7%

RILEZEEG LETIE, BRMABETOLHESE W B Y
HAM-DDO R EE D @D > 1=

Zanardi R, et al., Eur Neuropsychopharmacol 2007: 17(6-7): 400-5



LH - FSHE F Y TF Z 7212818 T 3

Serum fluctuations of total and free tryptophan levels

during the menstrual cycle are related to gonadotrophins
and reflect brain serotonin utilization

2 T T T T 2 I | T T
1 - 1 - -
\ | (7 \FT e
\\_// TT
LH
g = i | i
FSH
-2 . L L L 3 ke I I } : =
0 5 10 15 20 25 0 5 10 15 20 25
(a) Cycle days (b)

Carretti N et al., Hum Reprod 2005: 20: 1548-53
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« LMD OFRDNIGFE, AR EAREZE T PENKR
ISTEDNN R S 9[8EMED P S
e BARRBIN D D¥RIISSRIIZKR G LT WY, BEARIZIE K
U7b7 >, ta b= B L TWSDT, SSRI
IR+ TR NTREMENH S

Menkers DB, et al,:J Affect Disord. 1994; Freeman EW, et al. Arch Gen Psychiatry. 1999; Carretti N, et al. Hum
Reprod. 2005, Naito S, et Psychiatry Clin Neurosci. 2007; Higuchi H, et al. Neuropsychiatr Dis Treat. 2009; Zanardi R,
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