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	Figure S1	Subgroup Analyses for the Change in ADAS-Cog12 Score from Baseline to Week36
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CI denotes confidence interval; LSM denotes least squares means; SD denotes standard deviation; SEM denotes standard error of mean 
In the subgroup analyses, significant intergroup differences were detected of CIBIC+ in the subjects with the lowest MMSEs (MMSE 11-14) (p=0.0174).

	Figure S2	Subgroup Analyses of Secondary Outcomes
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A total of 33 subjects (8.1%) in the GV-971 group reported at least one serious adverse event.

	Table S1-1	Serious Adverse Events - GV-971 Subjects

	No.
	Screening #
	SAE Term
	Start Date
	End Date
	Severity
	Relationship with IP
	Action on IP
	Withdrawal due to SAE

	1
	122080
	pneumonia
	2017-11-26
	2018-01-05
	Moderate
	Possibly related
	No change
	N

	2
	101033
	pneumonia
	2016-04-UNK
	2016-05-06
	Mild
	possibly unrelated
	No change
	N

	3
	101057
	cerebral infarction
	2016-09-05
	2016-09-12
	Moderate
	possibly unrelated
	IP discontinuation
	Y

	4
	101093
	gallstone with chronic cholecystitis
	2017-09-29
	2018-01-13
	Severe
	possibly unrelated
	NA
	N

	5
	101100
	biliary pancreatitis
	2017-10-30
	2017-11-09
	Severe
	possibly unrelated
	IP interruption
	N

	6
	101100
	pectal sigmoid colon ulcer with perforation
	2017-12-28
	2018-01-11
	Moderate
	possibly unrelated
	IP interruption
	N

	7
	102059
	anti-GQ1b antibody syndrome
	2017-01-12
	2017-01-20
	Moderate
	possibly unrelated
	IP discontinuation
	Y

	8
	104005
	gastrointestinal schwannoma
	2015-02-27
	2015-06-19
	Moderate
	possibly unrelated
	IP discontinuation
	Y

	9
	115016
	facial cellulitis
	2016-05-07
	2016-05-17
	Severe
	possibly unrelated
	No change
	N

	10
	121014
	lumbar fracture
	2015-11-01
	2015-12-09
	Moderate
	possibly unrelated
	No change
	N

	11
	123012
	left leg fracture
	2016-02-02
	2016-02-12
	Severe
	possibly unrelated
	IP interruption
	Y

	12
	124011
	cataract aggravation
	2016-05-18
	2016-05-25
	Severe
	possibly unrelated
	No change
	N

	13
	126006
	cholecystitis
	2016-07-08
	2016-07-20
	Moderate
	possibly unrelated
	No change
	N

	14
	128015
	constipation
	2017-07-20
	2017-07-27
	Mild
	possibly unrelated
	IP discontinuation
	Y

	15
	129015
	colon cancer
	2017-01-03
	2017-01-13
	Severe
	possibly unrelated
	NA
	N

	16
	135009
	unstable angina
	2016-07-13
	2016-07-21
	Moderate
	possibly unrelated
	No change
	N

	17
	101072
	proximal right humerus fracture
	2016-06-30
	2016-07-18
	Moderate
	unrelated
	NA
	N

	18
	101072
	atrial fibrillation
	2016-09-08
	2016-09-23
	Moderate
	unrelated
	IP discontinuation
	Y

	19
	102004
	lumbar disc herniation
	2014-11-20
	2014-12-18
	Moderate
	unrelated
	No change
	N

	20
	102045
	colon polyps
	2016-02-29
	2016-03-04
	Moderate
	unrelated
	No change
	N

	21
	105004
	metastatic lung cancer
	2015-04-12
	2015-08-04
	Severe
	unrelated
	IP discontinuation
	Y

	22
	109013
	aggravated congenital heart disease- aortic stenosis
	2015-12-15
	2016-01-11
	Moderate
	unrelated
	IP interruption
	N

	23
	109019
	duodenal bulb ulcer (S2 phase)
	2015-10-27
	2015-11-09
	Severe
	unrelated
	NA
	N

	24
	115021
	gastric cancer
	2016-09-26
	
	Severe
	unrelated
	IP discontinuation
	Y

	25
	116027
	benign paroxysmal positional vertigo
	2018-01-03
	2018-01-08
	Mild
	unrelated
	No change
	N

	26
	117014
	brain stem encephalitis
	2016-03-16
	2016-04-11
	Severe
	unrelated
	IP discontinuation
	Y

	27
	117045
	upper respiratory tract infection
	2017-09-20
	2017-09-29
	Mild
	unrelated
	No change
	N

	28
	118005
	rectal adenoma
	2014-11-18
	2015-01-08
	Mild
	unrelated
	IP interruption
	N

	29
	121028
	acute coronary syndrome
	2017-04-13
	2017-04-19
	Moderate
	unrelated
	IP discontinuation
	Y

	30
	122053
	cerebral infarction
	2016-03-07
	2016-03-20
	Moderate
	unrelated
	IP interruption
	N

	31
	122091
	diabetic
	2017-05-28
	2017-06-11
	Mild
	unrelated
	No change
	N

	32
	124008
	right lower extremity venous insufficiency
	2016-06-06
	2016-06-24
	Mild
	unrelated
	No change
	N

	33
	125015
	posterior circulation ischemia
	2016-02-07
	2016-02-23
	Mild
	unrelated
	No change
	N

	34
	126012
	acute asthma attack
	2016-04-05
	2016-04-14
	Moderate
	unrelated
	No change
	N

	35
	126012
	bronchiectasis
	2016-10-11
	2016-10-25
	Moderate
	unrelated
	No change
	N

	36
	126012
	bronchial infection
	2016-10-11
	2016-10-25
	Moderate
	unrelated
	No change
	N

	37
	132033
	senile cataract in both eyes
	2016-05-23
	2016-05-25
	Moderate
	unrelated
	No change
	N

	38
	132033
	left eye senile cataract
	2016-06-12
	2016-06-13
	Moderate
	unrelated
	NA
	N

	




A total of 29 (7.1%) in the placebo group reported at least one serious adverse event.

	Table S1-2	Serious Adverse Events – Placebo Subjects

	No.
	Screening #
	SAE Term
	Start Date
	End Date
	Severity
	Relationship with IP
	Action on IP
	Withdrawal due to SAE

	1
	125002
	intracerebral hematoma 
	2015-02-04
	2015-02-27
	Moderate 
	Possibly related 
	IP discontinuation 
	Y 

	2
	136005
	rash 
	2017-09-01
	2017-09-23
	Mild 
	Possibly related 
	IP interruption 
	Y 

	3
	102073
	right eye cataract 
	2017-09-21
	2017-10-31
	Mild 
	possibly unrelated 
	No change 
	N 

	4
	115026
	urinary tract infection 
	2016-12-29
	2017-01-02
	Moderate 
	possibly unrelated 
	No change 
	N 

	5
	115026
	left leg varicose veins 
	2017-01-02
	2017-01-11
	Mild 
	possibly unrelated 
	IP interruption 
	N 

	6
	115047
	erosive gastritis 
	2017-06-14
	2017-06-20
	Moderate 
	possibly unrelated 
	IP discontinuation 
	Y 

	7
	116015
	acute bronchitis 
	2016-03-29
	2016-04-04
	Moderate 
	possibly unrelated 
	No change 
	N 

	8
	118058
	hyponatremia
	2016-08-01
	2016-08-02
	Severe 
	possibly unrelated 
	No change 
	N 

	9
	121024
	T 12, L3, 4, 5 compression fracture 
	2016-06-07
	2016-07-06
	Moderate 
	possibly unrelated 
	No change 
	N 

	10
	123024
	lower extremity arteriosclerosis obliterans
	2016-03-10
	2016-03-16
	Moderate 
	possibly unrelated 
	No change 
	N 

	11
	123055
	left inguinal hernia 
	2017-09-01
	2017-09-05
	Moderate 
	possibly unrelated 
	NA 
	N 

	12
	124002
	Right femoral neck fracture 
	2015-04-22
	2015-06-28
	Severe 
	possibly unrelated 
	No change 
	N 

	13
	129011
	lacunar cerebral infarction 
	2015-12-24
	2016-01-21
	Moderate 
	possibly unrelated 
	IP discontinuation 
	Y 

	14
	131004
	diabetes with elevated blood sugar 
	2016-02-29
	2016-03-05
	Mild 
	possibly unrelated 
	No change 
	N 

	15
	134014
	hyperthyroidism 
	2015-12-25
	2016-01-14
	Severe 
	possibly unrelated 
	IP discontinuation 
	N 

	16
	134014
	left frontal cerebral infarction 
	2015-12-25
	2016-01-14
	Severe 
	possibly unrelated 
	IP discontinuation 
	N 

	17
	134046
	thoracic fracture 
	2017-04-25
	2017-04-30
	Moderate 
	possibly unrelated 
	No change 
	N 

	18
	135022
	rectal polyp 
	2017-03-24
	2017-03-28
	Moderate 
	possibly unrelated 
	No change 
	N 

	19
	105009
	cerebral infarction 
	2015-10-30
	2015-11-15
	Moderate 
	unrelated 
	IP discontinuation 
	Y 

	20
	107008
	brain stem infarction 
	2015-10-09
	　
	Severe 
	unrelated 
	IP discontinuation 
	Y 

	21
	108039
	hemangioma
	2016-05-18
	2016-06-08
	Mild 
	unrelated 
	No change 
	N 

	22
	109005
	fracture 
	2015-08-12
	　
	Severe 
	unrelated 
	IP discontinuation 
	N 

	23
	109010
	lung infection 
	2015-06-08
	2015-06-18
	Moderate 
	unrelated 
	IP interruption 
	N 

	24
	113015
	left upper lung tongue adenocarcinoma 
	2016-06-16
	2016-06-26
	Moderate 
	unrelated 
	No change 
	N 

	25
	113015
	left lower lung sclerosinghemangioma
	2016-06-16
	2016-06-26
	Moderate 
	unrelated 
	No change 
	N 

	26
	113016
	left femoral neck fracture 
	2016-03-06
	2016-05-18
	Moderate 
	unrelated 
	No change 
	Y 

	27
	113016
	right femoral neck fracture 
	2016-11-03
	2017-01-09
	Moderate 
	unrelated 
	NA 
	N 

	28
	115047
	anxiety disorder 
	2017-07-14
	2017-07-24
	Moderate 
	unrelated 
	No change 
	N 

	29
	117050
	scalp hematoma 
	2017-11-10
	2017-11-14
	Mild 
	unrelated 
	No change 
	N 

	30
	117052
	bronchial Asthma 
	2017-10-02
	2017-10-13
	Mild 
	unrelated 
	No change 
	N 

	31
	120004
	multiple fracture 
	2015-04-10
	2015-09-19
	Moderate 
	unrelated 
	IP interruption 
	N 

	32
	132005
	dengue fever 
	2014-09-25
	2014-09-27
	Mild 
	unrelated 
	IP interruption 
	N 

	33
	132025
	vertebral basilar artery insufficiency 
	2015-12-07
	2015-12-15
	Mild 
	unrelated 
	No change 
	N 

	34
	132043
	L-1 compression fracture 
	2016-09-11
	2016-09-23
	Moderate 
	unrelated 
	No change 
	N 

	




Three subjects in the GV-971 group died during the study; two died from TEAEs and 1 died during the follow-up period. Examination of all listed causes of death revealed no clear treatment-related pattern.

	Table S2	Deaths
	

	Group
	Screening # #
	Age
	Gender
	SAE Term
	Start Date
	End Date
	Duration (day)
	Relation-ship with IP
	Severity
	Action on IP
	Randomized Date
	
Study days

	GV-971
	105004
	57
	M
	metastatic lung cancer
	2015-04-12
	2015-08-04
	115
	unrelated
	Severe
	IP discontinu-ation
	2014/12/22
	
111

	GV-971
	117014
	67
	M
	brain stem encephalitis
	2016-03-16
	2016-04-11
	27
	unrelated
	Severe
	IP discontinu-ation
	2015/9/9
	
189
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Figure S3	Study Flowchart
There were 10 on-site visits and 4 TC visits. In general, the run-in period was no less than 4 weeks. However, for naïve patients and those receiving no anti-AD drugs 3 months before screening, the run-in period could be shortened to 2 weeks. Interim analysis of safety was scheduled when all enrolled patients finished the visit at week 24.At week 24, MMSE was to be re-evaluated in case of obvious disease progression to determine the withdrawal of subjects from study.




























[image: logo]
CONSORT 2010 Flow DiagramAnalysed  (n=309)
Excluded from analysis (n=101)
Discontinued intervention (n=66)
Prohibited Medication (n=24)
Compliance not in 80%-120% (n=35)
Actual received drug KIT different from planned KIT (n=3)
Others (n=4)
Analysed  (n=302)
Excluded from analysis (n=106)
Discontinued intervention (n=74)
Prohibited Medication (n=22)
Compliance not in 80%-120% (n=41)
Actual received drug KIT different from planned KIT (n=3)
Others (n=6)
Excluded  (n=473)
   Not meeting inclusion criteria or met exclusion criteria (n=344)
   Declined to participate (n=51)
   Other reasons (n=78)
Analysis
Lost to follow-up (give reasons) (n=2)
Discontinued intervention (n=64)
AE/SAE: 9
Lack of Efficacy: 4
Withdrawal ICF: 32
Lost to Follow-up: 2
Others: 19
Lost to follow-up (give reasons) (n=2)
Discontinued intervention (n=72)
AE/SAE: 14
Lack of Efficacy: 6
Withdrawal ICF: 28
Protocol Deviation: 2
Lost to Follow-up: 2
Others: 22
Follow-Up
Enrollment
Allocated to placebo (n=410)
 Received allocated intervention (n=410)
 Did not receive allocated intervention (n=0)
Allocation
Allocated to GV-971 (n=408)
 Received allocated intervention (n=407)
 Did not receive allocated intervention (n=1)
Randomized (n=818)
Assessed for eligibility (n=1291)

4

image3.jpeg
:
' ' <
: :
: :
: :
: :
. :
' . L b3
.............. Last efficacy visit -1--------- ©
)
= ... =
] <
— N
€ o
[0) ~
o2 o
1) o BT
— Yo} (o]
= N3 o
El T
o &
Q2 > -
i) o
=)
8
.......... =
«
=
.......... =
@
.......... =
3
..................... )
[e) o
£ .
5 o
4 8
e =
2 N
c
e e =
5 P «
? o
ey 2
> ]
2} >
Q
=
P
c
@)

TC visits




image4.png
CONSORT

TRANSPARENT REPORTING of TRIALS




image1.emf

image2.emf

