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	Treatment
	Dosing Schedule
	Treatment Period

	Pharmacological Therapy Studies

	NCT02614547
(547-PPD-202 Study A);
NCT02942017
(547-PPD-202 Study C)
	Brexanolone 90
	IV 30 μg/kg/hour (0-4 hours), then 60 μg/kg/hour (4-24 hours), then 90 μg/kg/hour (24-52 hours), followed by 60 μg/kg/hour (52-56 hours), and 30 μg/kg/hour (56-60 hours)
	60 hours

	
	Placebo
	IV
	

	NCT02942004
(547-PPD-202 Study B)
	Brexanolone 90
	IV 30 μg/kg/hour (0-4 hours), then 60 μg/kg/hour (4-24 hours), then 90 μg/kg/hour (24-52 hours), followed by 60 μg/kg/hour (52-56 hours), and 30 μg/kg/hour (56- 60 hours)
	60 hours

	
	Brexanolone 60
	IV 30 μg/kg/hour (0-4 hours), then 60 μg/kg/hour (4-56 hours), and 30 μg/kg/hour (56-60 hours)
	

	
	Placebo
	IV
	

	Wisner 2006
	Nortriptyline
	Oral Initiated 10mg/day Escalated to 150mg/day
	8 weeks + 16-week continuation phase

	
	Sertraline
	Oral Initiated 25mg/day Escalated to 200mg/day
	

	Logsdon 2003
	Nortriptyline
	Oral Initiated 75mg/day Escalated to 150mg/day
	8 weeks

	
	Sertraline
	Oral Initiated 100mg/day Escalated to 200mg/day
	

	Hantsoo 2014
	Sertraline
	Oral Initiated at 50mg/day Escalated to 200mg/day
	7 weeks (6 weeks + 1-week placebo lead in)

	
	Placebo
	Oral
	

	Wisner 2001
	Nortriptyline
	Oral Initiated at 20mg/day Escalated to 75mg/day 
	20 weeks + 32 weeks follow up

	
	Placebo
	Oral
	

	Yonkers 2008
	Paroxetine
	Oral Initiated 10mg/day Escalated to 40mg/day
	8 weeks

	
	Placebo
	Oral
	

	Kashani 2017
	Saffron
	Oral 15mg twice daily
	6 weeks

	
	Fluoxetine
	Oral 20mg twice daily
	

	Wisner 2014
	Oestradiol
	Max. dose 200mg/day escalation every 2 weeks
	8 weeks + 28-week continuation for responders

	
	Sertraline
	Max. dose 200mg/day escalation every 2 weeks
	

	
	Placebo
	
	

	Gregoire 1996
	Oestradiol
	Transdermal 200μg/day
	6 months

	
	Placebo
	Transdermal
	

	Non-pharmacological Therapy Studies

	Milgrom 2011
	Routine GP management
	At least 3 fortnightly check-up meetings with GP 
	8 weeks

	
	Adjunctive counselling-CBT with nurse
	Six sessions weekly over 6 weeks (adjunct to GP management)
	

	
	CBT-Counselling by Psychologist
	Six sessions weekly over 6 weeks (adjunct to GP management)
	

	PoNDER /Morrell 2009
	CBA
	Weekly 1-hour sessions for up to 8 weeks commencing approx. 8 weeks postnatally 
	18 months

	
	PCA
	Weekly 1-hour sessions for up to 8 weeks commencing approx. 8 weeks postnatally 
	

	Mulcahy 2010
	Group Interpersonal Psychotherapy (IPT-G)
	8 weeks consisting of 2 individual sessions, 8 group therapy sessions (2h duration) and an additional 2h partner's evening
	8 weeks

	
	Treatment as usual (TAU)
	Potential options include antidepressant medication, natural remedies, non-directive counselling, Maternal and child health nurse support, community support groups, individual psychotherapy or group therapy already provided in the community (either publicly or privately)
	

	Ngai 2015
	Telephone CBT + standard care
	Weekly 20–30-minute sessions, 5 weeks of therapy delivered weeks 1 to 5 postpartum.
	6 weeks (and 6-month follow-up

	
	Standard care
	Women with and without obstetric complications are offered a 6-week postpartum follow-up at public hospitals and maternal and child health centres, respectively. Women can seek services and advice from maternal and child health centres regarding child health.
	

	Rojas 2007
	Multicomponent intervention
	Psychoeducational groups, structured pharmacotherapy if needed, systematic monitoring of clinical progress and treatment compliance, further training to doctors, and specialist supervision on a regular basis.
Psychoeducational groups were one 50-minute session each week for 8 weeks.
Structured pharmacotherapy protocol. First choice of drug was fluoxetine (20–40 mg per day), but sertraline (50–100 mg per day) was available for non-responders to fluoxetine or were breastfeeding.
	6 months

	
	Usual care
	All services normally available, including antidepressants, brief psychotherapeutic interventions, medical consultations, external referral for specialty treatment 
	

	Cooper 2003
	CBT
	Conducted from 8–18 weeks postpartum weekly
	4.5 months (with 60-month postpartum follow up)

	
	Psychodynamic therapy
	Conducted from 8–18 weeks postpartum weekly
	

	
	Non-directive counselling
	Conducted from 8–18 weeks postpartum weekly
	

	
	Routine primary care
	
	

	Milgrom 2005
	Group CBT
	Twelve weekly 90-minute sessions (3 with partner)
	12 weeks (and 12-month follow up)

	
	Group counselling
	Twelve weekly 90-minute sessions (3 with partner)
	

	
	Individual counselling
	Twelve weekly 90-minute sessions (3 with partner)
	

	
	Routine primary care
	
	

	O’Hara 2000
	IPT
	Twelve weekly 1-hour sessions
	12 weeks

	
	WLC
	Waiting 12 weeks before receiving treatment
	

	Pinheiro 2014
	CBT
	7 sessions
	12-month follow up

	
	Relational constructivist therapy (RCT)
	7 sessions
	

	Prendergast 2001
	CBT
	Six weekly 1-hour sessions
	6 months follow up (6-week treatment phase)

	
	Standard care
	Six weekly 20–60-minute sessions including mothercraft advice and non-specific emotional support
	

	Combination of Pharmacological and Non-pharmacological Therapy Studies

	RESPOND / Sharp 2010
	Antidepressants
	The guidelines recommended the prescription of fluoxetine (20mg) if not breastfeeding, sertraline (50mg), paroxetine (20mg), citalopram (20mg) or escitalopram (10mg) as first-line treatments.
(It should be noted that since the study was designed it has been reported that citalopram treatment results in significant infant plasma levels.) Lofepramine (70mg twice daily) or reboxetine (4mg) were recommended as second-line treatments.
	18 weeks

	
	Listening visits
	4-week waiting period then 4 listening visits over 4–6 weeks (First session 90 minutes subsequent sessions 1 hour). After 4th visit option to end treatment, continue or refer on.
	

	Zlotnick 2013
	Placebo + Clinical management and mothercrafting
	Weekly mothercrafting 
	9 months

	
	Sertraline + Clinical management and mothercrafting
	Oral Initiated at 25–50mg Escalated to 200mg + mothercrafting
	

	
	IPT
	13 weekly 50-minute sessions
	

	Appleby 1997
	Fluoxetine + Counselling (1 session)
	Oral First counselling session 1 hour 
	3 months

	
	Fluoxetine + Counselling (6 sessions)
	Oral First counselling session 1 hour; subsequent sessions 30 mins
	

	
	Placebo + Counselling (1 session)
	Oral First counselling session 1 hour 
	

	
	Placebo + Counselling (6 sessions)
	Oral First counselling session 1-hour subsequent sessions 30 mins
	

	Bloch 2012
	Sertraline + BDP
	Oral Initiated at 25mg/day Escalation to max 100mg/day + weekly BDP
	8 weeks

	Chibanda 2014
	Amitriptyline
	Initiated at 50mg/day Escalated by 25mg every 3 days
	6 weeks

	
	Group PST
	1-hour session twice weekly
	

	Milgrom 2015
	Sertraline
	Initiated at 50mg/day Escalated to max 200mg
	24 weeks

	
	CBT
	Weekly group sessions for 12 weeks (3 were couple sessions)
	

	
	Sertraline + CBT
	Sertraline daily + weekly CBT as above
	

	Misri 2004
	Paroxetine + CBT
	Initiated at 10mg/day and titrated uniformly to max 50mg + Weekly CBT 1-hour individual sessions
	12 weeks

	
	Paroxetine
	Initiated at 10mg/day and titrated uniformly to max 50mg 
	

	Ahmadpanah 2018
	Citalopram + detached mindfulness (CIT+DM)
	CIT 40mg/day + Weekly DM group therapy lasting 60–90 minutes
	8 weeks + 8 weeks follow up

	
	Citalopram + stress management training SMT)
	CIT 40mg/day + Weekly SMT group therapy lasting 60–90 minutes
	

	
	Citalopram
	CIT 40mg/day 
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	547-PPD-202
Study A
	547-PPD-202
Study B
	547-PPD-202
Study C
	Hantsoo 2014
	Yonkers
2008
	Zlotnick 2013
	Appleby
1997
	Sharp
2010
	Misri
2004

	Total rand.
	247
	36
	70
	162
	87
	254
	35

	N for BLCs
	247
	36
	70
	162
	87
	254
	35

	Av. age (yrs)
	27.6
	30.7
	26
	27.3
	25.3
	29.4
	30.1

	Race
	White 61.1%
	Caucasian 94.4%
	White 48.6%
	White 61.1%
	
	White 77.2%
	White 62.9%

	Relationship status
	
	83.3% married
	
	
	29.9% single
	
	97.1% married

	Employment
	
	
	
	
	24.10%
	52.40%
	40%

	Av. TSCB /child age (wks)
	15.7
	17.3
	
	
	
	11.5
	

	First child/ primiparous
	
	Parity mean 1.9
	
	
	32.2% Primiparous
	37.80%
	57.10%

	Conc. med. use
	23.9% AD at BL
	30.6% a
	Excl.
	Excl.
	
	Excl.
	

	Comor. (psych.)
	
	Excl.
	Excl. + 45.7% b
	Excl.
	Excl.
	
	Excl.

	Previous MHE
	35.2% (history of PPD), 2% (history of MDD)
	Excl.
	
	
	14.9% (history of other depression)
	47.6% (previous AD treatment)
	

	Suicidal ideation (SI)
	Excl. attempted suicide assoc. with index case of PPD
	Excl.
	14.3% c
	Excl.
	
	Excl. if actively suicidal and detail on SI based on CIS-R
	Excl.

	Diagnosis
	Major depressive episode as diagnosed by the SCI for DSM-IV Axis I Disorders; had HAM-D ≥26 at screening and day 1 (before randomisation)
	Major depressive episode as diagnosed by the SCI for DSM-IV Axis I Disorders; had HAM-D ≥26 at screening and day 1 (before randomisation)
	Major depressive episode as diagnosed by the SCI for DSM-IV Axis I Disorders; HAM-D ≥20 and ≤25 at screening and day 1 (before randomisation)
	Exhibit symptoms that were at least "moderate" in severity as defined by the severity of illness rating on the CGI scale 
PPD diagnosis confirmed by DSM-IV but not strict 4-week criteria
	Met diagnostic criteria for MDD
	Primary DSMIV diagnosis of major depressive disorder by clinical interview
	Satisfied research diagnostic criteria for major or minor depressive disorder
	ICD-10 primary diagnosis of depression on the CIS-R
	DSM-IV diagnosis of postpartum depression with comorbid anxiety

	HAM-D data?

	Day 3
	Day 3
	Int. between baseline and Week 1
	Int. between baseline and Week 1
	Int. between baseline and week 13
	Int. between baseline and week 12
	NA
	Int. between baseline and week 12

	Week 4
	Day 30
	Week 4
	Week 4
	Int. between baseline and week 13
	Int. between baseline and week 12
	NA
	Int. between baseline and week 12

	Last timepoint
	Day 30
	Week 6
	Week 7/8
	6 months
	Week 12
	NA
	Week 12

	EPDS data?

	Day 3
	Day 3
	NA
	NA
	NA
	Int. between baseline and Week 1
	Int. between baseline and week 4
	Int. between baseline and week 12

	Week 4
	Day 30
	NA
	NA
	NA
	Week 4
	Week 4
	Int. between baseline and week 12

	Last timepoint
	Day 30
	NA
	NA
	NA
	Week 12
	Week 18
	Week 12

	Key: AD, antidepressant; Av., average; BLC, baseline characteristics; CB, childbirth; CIS-R, Clinical Interview Schedule-Revised; conc., concomitant; comor., comorbidities; Int., Interpolated; MHE, mental health episode; psych., psychiatric; rand., randomised; SI, suicidal intent; TSCB, time since childbirth; yrs, years. 
Notes: a Benzodiazepines; b Included lifetime alcohol/drug abuse, alcohol/drug dependence, anxiety disorder; c Identified on the Inventory of Depressive Symptomatology.
Pooled baseline characteristics have been estimated based on available data.
In cases where exclusion is stated, this does not always indicate complete exclusion of comorbidities; this flags that the exclusion criteria provide some details of exclusions based on these records.



[bookmark: _Ref445836][bookmark: _Ref531904983]Summary of results of all ITCs
In the MAIC-adjusted NMA at Day 3, brexanolone gave a clearly larger CFB in both EPDS and HAM-D than combination therapies and placebo, with significant differences suggested for these comparisons based on CIs. In comparison, significant differences are not suggested between brexanolone and combination therapies or placebo in unadjusted Bucher ITCs and NMAs for Day 3; for HAM-D, significance is maintained for the NMA comparison between brexanolone and placebo only.
The MAIC-adjusted NMAs at Week 4 showed significantly smaller reductions in EPDS and HAM-D for combination therapies and placebo than brexanolone. In particular, placebo gave the smallest CFB in EPDS and HAM-D across the comparators. The unadjusted analyses for Week 4 showed no significant differences between brexanolone and combination therapies or placebo.
For the last observation timepoint, the analyses indicated a smaller reduction in EPDS and HAM-D for combination therapies and placebo compared with brexanolone. Again, the difference between treatments was smallest at this point; however, the CIs suggested a significant difference against placebo for EPDS only. The unadjusted analyses at the last observation timepoint showed non-significant differences in CFB between brexanolone and combination therapies or placebo.

[bookmark: _Ref450271]Supplementary Table 3: Summary of all results – Edinburgh Postnatal Depression Scale
	
	
	Difference in CFB

	Timepoint
	Treatment vs brexanolone 90
	Bucher with MAIC 
	NMA with MAIC
	Bucher
	NMA

	
	
	Estimate
	SE
	95% CI
	Estimate
	SE
	95% CI
	Estimate
	SE
	95% CI
	Estimate
	SE
	95% CI

	Day 3
	SSRI (Sharp)
	7.98
	1.36
	(5.32, 10.64)
	7.97
	1.32
	(5.39, 10.54)
	0.98
	1.19
	(-1.37, 3.33)
	0.96
	1.15
	-1.29, 3.22

	
	Combination
	
	
	
	7.35
	1.82
	(3.78, 10.92)
	
	
	
	0.35
	1.71
	-3.00, 3.69

	
	Placebo
	
	
	
	8.20
	1.09
	(6.06, 10.34)
	
	
	
	1.2
	0.89
	-0.54, 2.94

	Week 4/ 
1 month
	SSRI (Sharp)
	6.35
	1.64
	(3.13, 9.57)
	6.86
	1.59
	(3.75, 9.97)
	-1
	1.44
	(-3.81, 1.81)
	-0.49
	1.33
	-3.18, 2.19

	
	Combination
	
	
	
	5.8
	2.13
	(1.63, 9.98)
	
	
	
	-1.55
	1.98
	-5.42, 2.33

	
	Placebo
	
	
	
	8.45
	1.32
	(5.87, 11.03)
	
	
	
	1.10
	1.05
	-0.95, 3.15

	Last observation timepoint  *
	SSRI (Sharp)
	4.05
	1.66
	(0.79, 7.31)
	3.76
	1.6
	(0.62, 6.9)
	0.5
	1.46
	(-2.35, 3.35)
	0.21
	1.39
	-2.51, 2.92

	
	Combination
	
	
	
	2.22
	2.14
	(-1.97, 6.41)
	
	
	
	-1.33
	1.98
	-5.21, 2.55

	
	Placebo
	
	
	
	4.65
	1.32
	(2.06, 7.24)
	
	
	
	1.10
	1.05
	-0.95, 3.15

	Key: CI, confidence interval; CFB, change from baseline; SE, standard error; MAIC, matching-adjusted indirect comparison; SSRI, selective serotonin reuptake inhibitor. 
Notes: A positive mean difference in the table above favours brexanolone 90; this indicates that the SSRI arm observed a smaller CFB than those in the brexanolone 90 arm.
 *The last timepoint for each study included in this analysis varies, ranging between: 30 days (547-PPD-202), 12 weeks (Appleby and Misri) and 18 weeks (Sharp).





[bookmark: _Ref522211475]Supplementary Table 4: Summary of all results – Hamilton Rating Scale for Depression
	
	
	Difference in CFB

	Timepoint
	Treatment vs brexanolone 90
	Bucher with MAIC 
	NMA with MAIC
	Bucher
	NMA

	
	
	Estimate
	SE
	95% CI
	Estimate
	SE
	95% CI
	Estimate
	SE
	95% CI
	Estimate
	SE
	95% CI

	Day 3
	SSRI (Yonkers)
	12.79
	2.42
	8.04, 17.53
	13.47
	1.85
	9.84, 17.10
	2.69
	2.07
	(-1.38, 6.76)
	3.37
	1.37
	0.69, 6.05

	
	Combination
	
	
	
	13.62
	2.27
	9.16, 18.07
	
	
	
	3.52
	1.9
	-0.20, 7.23

	
	Placebo
	
	
	
	13.90
	1.60
	9.84, 17.10
	
	
	
	3.80
	0.99
	1.86, 5.74

	Week 4/ 
1 month
	SSRI (Yonkers)
	5.87
	3.82
	-1.62, 13.37
	8.41
	2.79
	2.94, 13.88
	-1.1
	3.07
	(-7.11, 4.91)
	1.44
	1.6
	-1.71, 4.58

	
	Combination
	
	
	
	8.71
	3.14
	2.57, 14.86
	
	
	
	1.74
	2.15
	-2.47, 5.96

	
	Placebo
	
	
	
	9.07
	2.55
	4.07, 14.07
	
	
	
	2.10
	1.13
	-0.12, 4.32

	Last observation timepoint  * 
	SSRI (Yonkers)
	0.97
	3.74
	-6.35, 8.3
	2.02
	2.65
	-3.18, 7,22
	-1.5
	3.08
	(-7.54, 4.54)
	-0.45
	1.61
	-3.60, 2.69

	
	Combination
	
	
	
	3.12
	3.02
	-2.79, 9.03
	
	
	
	0.65
	2.15
	-3.57, 4.86

	
	Placebo
	
	
	
	4.57
	2.4
	-0.13, 9.27
	
	
	
	2.10
	1.13
	0.12, 4.32

	Key: CI, confidence interval; CFB, change from baseline; SE, standard error; MAIC, matching-adjusted indirect comparison; SSRI, selective serotonin reuptake inhibitor. 
Notes: A positive mean difference, in the table above, favours brexanolone 90; this indicates that the SSRI arm observed a smaller CFB than those in the brexanolone 90 arm.
⁺The last timepoint for each study included in this analysis varies, ranging between: 30 days (547-PPD-202), 6 weeks (Hantsoo), 7/8 weeks (Yonkers), 12 weeks (Appleby and Misri) and 6-month FoU (Zlotnick).





[bookmark: _Ref450054]Supplementary Table 5: Matching-adjusted indirect comparison results for Edinburgh Postnatal Depression Scale based on the Sharp 2010 study
	Timepoint
	Study
	N
	Arm
	CFB
	SD
	Difference in CFB
	Difference in CFB SE

	
	
	1
	2
	1
	2
	1
	2
	1
	2
	
	

	Day 3
	Sharp 2010
	127
	124
	SSRI
	PLC
	-0.36
	-0.14
	6.35
	6.35
	-0.23
	0.8

	
	Sage MAIC
	ESS= 48.5
	124
	Weighted BRX90
	Sharp PLC
	-8.34
	-0.14
	SE estimated directly in MAIC
	-8.20
	1.09

	Week 4/
1 month
	Sharp 2010
	106
	112
	SSRI
	PLC
	-3.4
	-1.3
	7.25
	7.25
	-2.1
	0.98

	
	Sage MAIC
	ESS= 48.5
	112
	Weighted BRX90
	Sharp PLC
	-9.75
	-1.3
	SE estimated directly in MAIC
	-8.45
	1.32

	Last observation timepoint (18 weeks for Sharp 2010)
	Sharp 2010
	97
	109
	SSRI
	PLC
	-5.7
	-5.1
	7.25
	7.25
	-0.6
	1.01

	
	Sage MAIC
	ESS= 48.5
	109
	Weighted BRX90
	Sharp PLC
	-9.75
	-5.1
	SE estimated directly in MAIC
	-4.65
	1.32

	Key: MAIC, matched adjusted indirect comparison; N, patient number; PLC, placebo; CFB, change from baseline; SD, standard deviation; SE, standard error; ESS, effective sample size; EPDS, Edinburgh Postnatal Depression Scale; BRX90, brexanolone 90 dosage.
Notes: The patient numbers and CFB from the Sharp study are interpolated based on baseline and later timepoints dependent on the timepoint and data availability in highlighted cells, Standard deviations in the above table are based on based pooling the CFB SDs observed in the brexanolone study arms



[bookmark: _Ref522636337]Supplementary Table 6: Matching-adjusted indirect comparison results for Hamilton Rating Scale for Depression based on the Yonkers 2008 study
	Timepoint
	Study
	N
	Arm
	CFB
	SD
	Difference in CFB
	Difference in CFB SE

	
	
	1
	2
	1
	2
	1
	2
	1
	2
	
	

	Day 3
	Yonkers 2008
	SSRI
	PLC
	31
	30
	-3.13
	-2.01
	7.11
	7.11
	-1.11
	1.82

	
	Sage MAIC
	Weighted BRX90
	Yonkers PLC
	ESS=63.2
	30
	-15.9
	-2.01
	SE estimated directly in MAIC
	-13.90
	1.60

	Week 4/
1 month
	Yonkers 2008
	SSRI
	PLC
	22
	12
	-10.1
	-6.9
	7.94
	7.94
	-3.2
	2.85

	
	Sage MAIC
	Weighted BRX90
	Sharp PLC
	ESS=63.2
	12
	-16.0
	-6.9
	SE estimated directly in MAIC
	-9.07
	2.55

	Last observation timepoint
	Yonkers 2008
	SSRI
	PLC
	17
	14
	-15.0
	-11.4
	7.94
	7.94
	-3.6
	2.87

	
	Sage MAIC
	Weighted BRX90
	Sharp PLC
	ESS=63.2
	14
	-16.0
	-11.4
	SE estimated directly in MAIC
	-4.57
	2.40

	[bookmark: _Hlk444855]Key: MAIC, matched adjusted indirect comparison; N, patient number; PLC, placebo; CFB, change from baseline; SD, standard deviation; SE, standard error; ESS, effective sample size. HAM-D, Hamilton Rating Scale for Depression, BRX90, brexanolone 90 dosage; SSRI, selective serotonin reuptake inhibitor.
Notes: The CFB values from the Gregoire study were interpolated based on baseline and later timepoints depending on timepoint and data availability in highlighted cells, Standard deviations in the above table are based on based pooling the CFB SDs observed in the brexanolone study arms





