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Table 57: Summary of Deaths Across the AAD Development Program

Study Study
Randomized Age/ Day of Day Fatal

Protocol/ Treatment  Gender/ Last of Adverse
SubjectID (last dose) Race Dose Death Event Summary Narrative Direct Causality Assessment
331-12-283/ BREX 0.5 mg 76/ 50 52 Acute Past medical history: benign prostatic Possible
9 ®E) (0.5 mg/day) Male/ purulent hyperplasia, chronic cardiac failure, Given the subject’s past
White meningo- hypertension, myocardial ischemia medical history of chronic heart
4 \Y4 4 ? ]
HI‘I] * +1tﬂ)§ I‘iﬁﬁﬂ; ﬂ * encephalitis  arteriosclerotic retinopathy, cataract, failure, it is unclear whether

anemia, type 2 diabetes brexpiprazole was related to
the exacerbation of congestive
On Day 43, the subject was reportedly heart failure, which indirectly
4 |~ = active with no impairment in psychological led to respiratory pneumonia.
functions. On Day 51, staff observed that The subject may have also
the subject was weaker and stayed in bed been immunocompromised

== ] 2] H. MRl fh & & ,E\Ziéffbt all the time. The subject received the study due to type 2 diabetes. The
& \\ © medication up to Day 50 and withdrew findings of bacterial meningitis
'Mﬁ T 1t ﬁ%ﬂix ‘% 2 f:o from the trial for personal reasons. On Day could be attributed to possible

bacteremia; however, it is

92, the subject was dlagnosed with

unclear whether the bacterial

mAlfF R, BEEOFED—DTL stagnatlo and signs of heart failure and__ source was due to pneumonia.
,J\ o o subsequently died. Per the clinical post-
\o‘ t % A 6 tJ~ < t :E) Ej(tk 555 mortem epicrisis, the subject’'s condition

b — deteriorated as a result of acute purulent
)\
% -2 f" - t ‘i *-F-—C 3 7:" " meningoencephalitis.
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Study Study
Randomized Age/ Day of Day Fatal
Protocol/ Treatment  Gender/ Last  of Adverse
SubjectID (lastdose) Race Dose Death Event Summary Narrative Direct Causality Assessment
@ 331-12-283/ BREX 0.5 mg 87/ 8 35 Intracranial ~ Past medical history: spinal column Unlikely
®E) (0.5 mg/day) Female/ hemorrhage stenosis, rhinitis, arthropathy, Although the case report

White
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gastroesophageal reflux disease,
diverticulum, hypertension,
hypercholesterolemia, back pain, pyrexia,
constipation, subarachnoid hemorrhage,
dementia, and congestive heart failure

On Day 8, the aide at the assisted living
facility reported that she was about to
leave the subiect’s room when the subiect

blocked her way and verbally quarreled
with her. According to the subject, the staff
member pushed the subject causing her to
fall on the floor, hitting the back of her
head. The subject was admitted to the
hospital and followed up by a neurologist
on Day 9 for neurobehavior symptoms.
The subject discontinued the study
medication due to the event, which the
investigators considered resolved on Day
14. On Day 30, the subject was admitted
to the hospital due to irregular pulse,
decreased level of consciousness,
irregular breathing, and unstable blood
pressure. CT scan revealed a large-left
side intracranial hemorrhage with
hematoma. The subject later died on Day
35 due to the event. The autopsy
confirmed a diagnosis of AD and revelated
a massive subarachnoid hemorrhage, with
no obvious skin bruises, hematoma, or
skull fracture.

indicated that the subject hit
the back of her head, follow-up
assessments by a neurologist
did not suggest any signs or
symptoms of head trauma. It is
unlikely that the fall resulted in
an intracranial bleed 22 days
later. Autopsy results also
confirmed that there were no
obvious skin bruises,
hematoma, or skull fractures
that were consistent with head
trauma.

Notably, the subject had a
history of a subarachnoid
hemorrhage several years prior
to this event.
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Summary Narrative

Direct Causality Assessment

Study Study
Randomized Age/ Day of Day Fatal
Protocol/ Treatment  Gender/ Last of Adverse
@ SubjectID (lastdose) Race Dose Death Event
331-12-283/ BREX1mg 66/ 85 152  Airway
®® (1 mg/day) Female/ obstruction
White
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Past medical history: arteriosclerotic
retinopathy, arteriosclerosis, chronic heart
failure, hypertension, myocardial ischemia

On Study Day 110, the subject choked on
an orange, after which asphyxia, sudden
respiratory arrest, and asystole occurred.
The subject was admitted to the intensive
care unit after spontaneous breathing was
normalized. On Day 112, the subject
underwent a tracheostomy and on Day
113, received two plasma blood
transfusions. The subject continued to
remain on mechanical breathing support.
On Day 152, the subject experienced a
sudden respiratory arrest and asystole and
died subsequently. The cause of death
was development of extensive ischemic
cerebral infarction due to post-
resuscitation illness with brain lesion, in
conjunction with post-aspiration bilateral
interstitial pneumonia.

Unlikely

The subject experienced
sudden respiratory arrest after
choking on an orange 25 days
after discontinuing treatment.
Given that the half-life of
brexpiprazole is approximately
90 hours, the subject would not
have had any detectable level
of brexpiprazole in the
systemic circulation.

The subject was also receiving
treatment with chlorprothixene,
a typical antipsychotic
associated with anticholinergic
effects. Because elderly
subjects with AD are known to
have trouble swallowing, the
event of choking could be
confounded due to the
underlying disease or use of
other concomitant medications.
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Study Study

Randomized Age/ Day of Day Fatal
Protocol/ Treatment  Gender/ Last of Adverse
Subject ID (last dose) Race Dose Death Event Summary Narrative Direct Causality Assessment
331-12-283/ BREX1mg 78/ 65 78 Aspiration Past medical history: cataract, glaucoma, Unlikely
®)(©) (1 mg/day) Male/ pneumonia  cholecystectomy, depression, The initial onset of a possible
White encephalopathy, hypertension, peripheral respiratory infection is

REHERR T DB D

confounded by the subject’s
past medical history of chronic
obstructive pulmonary disease
and use of benzodiazepines
(possible decreased respiratory
drive). However, the subject
remained on the study drug for

On Day 60, the subject experienced another 5 days. At the time of
pyrexia (101°F) and brought to the ED for subject transport, the event of
agitation. Chest x-ray showed no infiltrates aspiration was likely due to the
and CT scan of abdomen revealed unresolved respiratory
atelectasis at the lung base. A urine drug  condition.

screen test was positive for

benzodiazepines. On Day 63, pyrexia

resolved, and subject was discharged.

Upon arrival to a psychiatric facility, the

subject developed a fever of 102°F and

was sent back to the ED due to possible

aspiration during initial transport. On Day

65, the subject discontinued the study

medication. On Day 73, the subject

transferred to hospice care and noted to

have aspiration pneumonia, hypoxic

respiratory failure, and ventilator-

dependent respiratory failure with

dysphagia. On Day 78, the subject was

pulseless and pronounced deceased.

vascular disease, chronic obstructive
pulmonary disease, prostate cancer, right
carotid artery stenosis, small intestinal
obstruction, benign neoplasm of testis,
small intestinal resection
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Study Study
Randomized Age/ Day of Day Fatal

Protocol/ Treatment  Gender/ Last of Adverse
SubjectID (lastdose) Race Dose Death Event Summary Narrative Direct Causality Assessment
331-12-283/ BREX2mg 86/ 86 95 End-stage AD Past medical history: hypertension, Unlikely
BI®  (2mg/day) Female/ anemia, hypothyroidism, constipation, Based on the case narrative,
White depression, gastroesophageal reflux the cause of death was likely

disease, glaucoma, anxiety

The subject completed study product per
protocol on Day 86. On Day 90, the
subject experience a gradual decline in
overall health status. The subject
experienced weight loss on Day 70 and
refused food on Day 78. She further
experienced uncontrolled dehydration and
hypertension due to refusal of study
medication and subsequently died on Day
95. There was no autopsy report.

related to natural disease
progression. Evaluation of
laboratory tests, vital signs,
and ECG did not reveal any
safety concerns. The subjects
uncontrolled dehydration and
hypertension was a result of
refusing any additional
treatment.
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Study Study

Randomized Age/ Day of Day Fatal

Protocol/ Treatment  Gender/ Last of Adverse
SubjectID  (lastdose) Race Dose Death Event Summary Narrative Direct Causality Assessment
331-14-213/ BREX3mg 78/ 28 51 Heart failure Past medical history: no medical history Unlikely
(2 mg/day) Male/ records Although it is unclear whether
White the subject had any ongoing or
On Day 28, the subject experienced previous cardiac conditions,
- | hallucinations and withdrew from the coronary atherosclerosis (as
[ —] = R
28H 4R AERRRE study. On Day 32, the subject was identified at autopsy) could
32 E Hm N diagnosed with pneumonia. On Day 51, contribute to worsening heart
X < the subject was cachectic and experienced function. The subject was also
b1H =& '&E . ,L,\;Fé a cardiac fa}i1lure_ ﬂ:utop_sy reports indicated Irecefi]ving (_:onc;)_mr:t;;nt [
- X ' N coronary atherosclerosis. evofloxacin which has also
E‘U*ﬁ —C %Ef]ﬂmﬁ :IkEEﬂ: been associated with increased

risk of cardiac arrhythmias
(e.g., QT prolongation)

XYk

PIEEZICHE, ZOFERDOEHEDL LT UL,
AR e I, BliRToHatherosclerosis
IEFEANICIE R S iy,
DPELCEBIAICHEIGES L TWSE I L
EEBEETERL,



© FRERMERH AR DRIBIETRIEE

_ . o HE L D] BRRE B
A T AR Y = LI oottt Eﬁf‘iﬁ Hi B
PRI T 11 I LT i8R OTER M D B A R L DA
R il 2% 12 RELATED| 'P4:pE ek wl{E
J:.U NOT s " + = 14
88 gk | A9 Img #E | T HBE pilin R RELATED B FRMER s
=i TERIE T 48 U (eiele 5% 76 1) (il & Al it 26 Inl4 % 0 B N B HE D I
L TR ORMBA A FR & U7 360308, B & 1ABRIE & R SRR A L,

7o, BHRYEETER (EEREEFRO 70 —7T v 7H) ORELEHN 1 mg #f
o161 R Bt @B L, HEREE, R T 20 48 A% (R 555 76
H1%) (2, /Jnfs & Rt R EIEZ D H ABEERE DK T A OEMEAR 25K & L7-=55l2 L 0 3
T L7, JET &GS BT L & Il S e (EEHES 535101, 1432 28

FRTCICESEELFEEFRD. HBRARMAICREL -,

nEEMERT D EIER D, BWMEMXERBRFOEEIRELIERL TEHEAFEEDIET & REABARD 2 S
B5ZLIZE<HD, EEEMRBOREELHBINSIDOT, BRHEMRXBEDPRCICESIFESE
RTHHT=LEZB,

Fiexze oL YRERIZI2ZHETH S, BERICIKREDRIEEHHDT, 12HEHE%Z2H->T7 L

JRAEZY =Nk hi-¢EZZ6Nn3, BIIFRBALED, ZOBHICBriddhikIhi-¢EZ 5N 3,




BADIETH : FDAERH17]K Y

Study Study
Randomized Age/ Day of Day Fatal

Summary Narrative

Direct Causality Assessment

Protocol/ Treatment Gender/ Last of Adverse
SubjectID (last dose) Race Dose Death Event
331-12-284/ BREX0.5to 80/ 42 74 Vascular
B 2mg Male/ encephalopat
(2 mg/day) White hy/
Brain edema

43 CTCEETMmE
HME. EREERL
Bre 1k

55H EEXPIRRERE

74H MEME+FE TIT

aAXV b
BERODEERESEICIL,
[FEETMmAEICHER L -ZEZE S OEHE
INEDT-HIC, ZREBRARTE 28T
EH5,
READ [MERTIE| THDZ &S D,

Past medical history: prostatic adenoma,

retinal vascular disorder, aortic

arteriosclerosis, myocardial ischemia,
psoriasis, pneumonectasia, hypostatic

bilateral pneumonia

On Day 43, the subject was transported to
a regional hospital and underwent a CT
scan that confirmed a subdural hematoma.
Based on the Investigator’s report, there
was no recent trauma, fall, or head injury.
The event resolved on Day 54 and the
subject was discharged on Day 55. On

Day 74 (32 days after treatment

discontinuation), the subject experienced
vascular encephalopathy and brain

edema.

Unlikely
Although there were reports of

head trauma, it is unclear
whether the preceding event of
subdural hematoma was
related to the study medication.
However, the subdural
hematoma was successfully
treated with surgery. The
subject’s underlying medical
history for stage Ill
dyscirculatory encephalopathy
could have contributed to the
resulting brain edema and the
fatal AE.

The subject discontinued study
treatment 32 days prior to the
fatal AE. Given that the half-life
of brexpiprazole is
approximately 90 hours, the
subject would not have had
any detectable level of
brexpiprazole in the systemic
circulation.
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Study Study
Randomized Age/ Day of Day Fatal
Protocol/ Treatment Gender/ Last of Adverse

Subject ID (last dose) Race Dose Death Event Summary Narrative Direct Causality Assessment
331-12-284/ BREX0.5to 77/ 13 110  Pancreatic Past medical history: postmenopause, Unlikely
®)E+ 2 mg Female/ cancer anxiety, Sjogren’s syndrome Non-clinical and clinical data
m (0.5 mg) White collected from prior studies
2 i = - e g o On Day 7, the subject experienced a non- suggest that brexpiprazole is
H:H‘ & CBr. Eit"%ﬁq: 'LI:‘ ﬁ%ﬂ'\] ST WA A serious AE of increased hepatic enzymes not carcinogenic. There is no
that led to study drug discontinuation (last additional information to
7TH : BFHEgEpfE=E dose on Day 13). On Day 22, the assess whether the subject
13H qu: 1E Investigator discontinued the subject from had pancreatic cancer at the
s _ < e the trial due to the AE. During the follow-up time of study drug initiation.
22 E H:F Bﬁﬁgﬂﬁ D f: &5 Eit:%ﬁi)‘ b Hﬁ?% mortality assessment, the subject’s
> =H D 3 =] caregiver indicated that the subject died 3
110H %Eg"ﬁjﬁ ‘:' j_:: 7% %t'lk'ﬂ‘\g)ﬁf"'“‘a) IZ%_E‘ months after exiting the study (97 days
NEEDPOLZDHDIHTHIRES nt, after the last dose of medication).

Source: Clinical Reviewer-created using Applicant’s subject case narratives from individual Clinical Study Reports
*The subject was included in table listing even though the death event occurred 2 days after the 30-day follow-up period
Note: The clinical reviewer's causality assessment was based on the World Health Organization standardized case causality assessment criteria.
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Placebo

Study Study
Randomized Age/ Day of Day Fatal

Protocol/ Treatment Gender/ Last of Adverse
SubjectID (last dose) Race Dose Death Event Summary Narrative Direct Causality Assessment
331-12-284/ PLACEBO 86/ 74 76 Pneumonia  Past medical history: anxiety, bladder Not related
®©©) Male/ catheterization, benign prostatic Subiject received placebo
White hyperplasia, urine retention during the treatment period.

7710
The subject was bedbound due to hip pain
after a fall in_®® and experience
recurrent urinary infections. On Day 71,
nursing staff noticed respiratory symptoms
with occasional dyspnea and coughing. On
Day 72, the general provider diagnosed
respiratory insufficiency due to pneumonia.
On Day 74, the subject started wheezing
and had difficulties with breathing. On Day
76, the subject died of respiratory
insufficiency due to pneumonia.
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Brexpiprazole for agitation in alzheimer's disease: A systematic review and meta-analysis of randomized controlled trials.
Fernandes JVA, Ramos JVO, Vilar LADS, Holanda MMA .Indian J Psychiatry. 2025 Sep;67(9):852-861. doi: 10.4103/indianjpsychiatry 197 25. Epub 2025 Sep 16.PMID: 41019272

Brexpiprazole Placebo Odds Ratio
Studies Events Total Events Total OR IC 95% Weight IV, Random, 95% ClI
Behl 2024 0 163 0 96 0.0%
Grossberg 2019 1 5 207 0 135 5.096 [0.280; 92.816]) 26.2% —i
Grossberg 2019 2 1 132 1 137 1.038 [0.064; 16.771] 28.5% -
Lee 2023 1 226 0 116 1.550 [0.063; 38.344] 21.4% 3
Nakamura 2024 2 261 0 149 2.881 [0.137; 60.401] 23.8% I
Total (95% CI) 9 1079 1 633 2.189 [0.496; 9.672] 100.0% ‘_%
Heterogenelty: Tau’ = 0; Chi = 0.68, df = 3 (P = 0.8785); I = 0.0%
Test for overall effect: Z = 1.03 (P = 0.301) 01 0512 10

Favors Brexpiprazole Favors Placebo

Figure 5: Forest Plot of all-cause mortality

higher for brexpiprazole compared to placebo |[OR: 1.289; particularly at 2 mg [OR: 1.554; 95% CI: 1.045, 2.312;
95% CI: 1.025, 1.622; I? = 16.9%; P = 0.030, Figure 6], > = 47.7%; P = 0.030, Figure 6|, whereas the 0.5—-1 mg dose

856 Indian Journal of Psychiatry Volume 67, Issue 9, September 2025
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Brexpiprazole 1 mg Brexpiprazole 2 mg Total Brexpiprazole Placebo
(IN=112) (N = 149) (N =261) (N =149)

Days of exposure (days)
N 112 149 261 149
Mean 59.7 59.7 59.7 61.0
SD 20.2 18.1 19.0 18.9
Median 70.0 70.0 70.0 70.0
Min 4 1 1 2
Max 78 ) 78 7t
Days of exposure, n (%)
1 -7 days 3@2.7) 1(0.7) 4(1.5) 2.(1.3)
8 - 14 days 5(4.5) 4(2.7) 9 (3.4) 6 (4.0)
15 - 21 days 4(3.6) 5(3.4) 9(3.4) 3(2.0)
22 - 28 days 4(3.6) 6 (4.0) 10 (3.8) 9 (6.0)
29 - 35 days 5(4.5) 3(2.0) 8(3.1) 3(2.0)
36 - 42 days 1(0.9) 10 (6.7) 11(4.2) 3(2.0
43 - 49 days 1(0.9) 10 (6.7) 11 (4.2) 3(2.0)
50 - 56 days 32.7) 4 2.7 T1(2.7) 4 (2.7
57 - 63 days 1(0.9) 1(0.7) 2(0.8) 0(0.0)
64 - 70 days 72 (64.3) 86 (57.7) 158 (60.5) 92 (61.7)
> 70 days 13 (11.6) 19 (12.8) 32(12.3) 24 (16.1)
>7 days 111 (99.1) 148 (99.3) 259 (99.2) 148 (99.3)
> 14 days 107 (95.5) 145 (97.3) 252 (96.6) 145 (97.3)
> 28 days 98 (87.5) 135 (90.6) 233 (89.3) 133 (89.3)
> 42 days 90 (80.4) 127 (85.2) 217 (83.1) 123 (82.6)
> 56 days 87(77.7) 108 (72.5) 195 (74.7) 117 (78.5)
>70 days 64 (57.1) 79 (53.0) 143 (54.8) 94 (63.1)
Any exposure 112 (100.0) 149 (100.0) 261(100.0) 149 (100.0)

Note: Exposure is calculated as study drug end date - study drug start date + 1.

Note: Percentages are based on the number of subjects in treatment group.
<®HES 53.5.1-01 : CT-7.1, CT-7.2>
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Brex Brex Brex All Brex Placebo Total
<1mg 2and3mg | 0.5-2mg (N =655) (N =388) (N =1043)
(N=157) | (N=366) | (N=132)
yeil 91.1#1% D IREBAR Treatment duration (days)
WMDY RN N 157 366 132 655 388 1043
Mean (SD) 78.4(15.6) | 79.8(13.9) | 79.3(15.6) | 79.4(14.7) | 80(13.7) 79.6 (14.3)
EP Eﬁﬁ*ﬂmg Min. Max 4. 88 7,92 5.89 4.92 1.94 1.94
=1 Treatment duration. n (%
Ennl;ﬁé 291/718 =1 day 1;7)(100.0) 366 (100.0) | 132(100.0) | 655(100.0) | 388 (100.0) 1043 (100.0)
=7 days 156 (99.4) | 366(100.0) | 131(99.2) 653 (99.7) 386 (99.5) 1039 (99.6)
= 14 days 155 (98.7) 364 (99.5) 130 (98.5) 649 (99.1) 382 (98.5) 1031 (98.8)
> 21 days 155(98.7) | 362(98.9) | 128(97.0) | 645(98.5) | 382(98.5) 1027 (98.5)
=28 days 154 (98.1) | 357(97.5) | 128(97.0) | 639(97.6) | 379(97.7) 1018 (97.6)
= 35 days 151 (96.2) 354 (96.7) 126 (95.5) 631 (96.3) 377 (97.2) 1008 (96.6)
= 42 days 149 (94.9) 349 (95.4) 125 (94.7) 623 (95.1) 376 (96.9) 999 (95.8)
=49 days 144 (91.7) | 346(94.5) | 123(93.2) | 613(93.6) | 368 (94.8) 981 (94.1)
= 56 days 139 (88.5) | 339(92.6) | 121(91.7) | 599 (91.5) | 364 (93.8) 963 (92.3)
= 63 days 139 (88.5) 333 (91.0) 121 (91.7) 593 (90.5) 358 (92.3) 951 (91.2)
=70 days 136 (86.6) | 329(89.9) | 120(90.9) | 585(89.3) | 356(91.8) 941 (90.2)
=77 days 134 (85.4) | 325(88.8) | 118(89.4) | 577(88.1) | 344(83.7) 921 (88.3)
= 84 days 114 (72.6) 245 (66.9) 89 (67.4) 448 (68.4) | 268 (69.1) 716 (68.6)
Any exposure | 157 (100.0) | 366 (100.0) | 132 (100.0) | 655(100.0) | 388 (100.0) 1043 (100.0)

Note: Duration of exposure = (last IMP date — first IMP date) + 1.

Note: Treatment groups consist of Brex < 1 mg consisting of 0.5 mg/day and 1 mg/day arms in Trial 331-12-283; Brex 0.5—
2 mg arm in Trial 331-12-284; Brex 2 and 3 mg/day arms in Trials 331-12-283 and 331-14-213: and placebo arms in
Trials 331-12-283, 331-12-284, and 331-14-213.

<R HIEE 5.3.5.3-02 : Table 2.7.4.1.2.1-1>
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Table 58: Mortality Analysis of Deaths Across All 12-Week Phase 3 Studies for AAD

Study ID Treatment Sample Deaths Observed in the All Observed Deaths
Size Intended Period of Analysis (152 days)
Observation + 30 Days
Follow-up Analysis (114

days)
Deaths Exposure Deaths Exposure
Days Days
1 BREX 297 4 33662 5 44796
PLACEBO 135 0 15390 0 20520
BREX 132 Z 15004 27 19944
PLACEBO 137 1 15580 1 20748
BREX 226 1 25701 1 34251
PLACEBO 116 0 13224 0 17632
Total BREX 655 7 74,367 8 98,991
PLACEBO 388 1 44,194 1 58,900
0,
g;‘ (95% 4.16 (0.51, 33.83) 4.75 (0.59, 38.08)

Source: Reviewer-created using Applicant’s Summary of Clinical Safety and adae.xpt dataset

Abbreviations: BREX = brexpiprazole; Cl = confidence interval; IRR = incident rate ratio (also referred to as mortality risk)
Note: IRR calculated using Poisson mixed-effect model with treatment as a fixed effect, an offset for log Person-Year, and a
normally distr buted random intercept term for study

297*(7*12+30)=33858 33858-33662=196 ZHiEb &5 EXTEDTETAHLIIAB F TOETTEE,
135*%(7*12+30)=15390 Exposure day15390 & —H—fix A2 < EE L TULA L
DT, FDADZRTERL, (IRR)DE : 4.16~1.751H @/NHETH 5,



Figure 28: Time of Death Events Relative to Study Treatment Duration
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Source: Reviewer-created using Summary of Clinical Safety adae.xpt dataset
Note: Shaded region represents duration of study treatment. Points represent time of fatal AE/outcome. Vertical dashed line represents the intended period of observation up to the
Week 16 mortality assessment (l.e.,114 days).
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HRARAICRELE [ETH (RTICEIEREFEERZIL) 0F e o]

1. BATIE. SIRBEIAICREL: [ETH RTICEIEEFEERZ2ETY) 1
FLIRESY —ILEE8 A, 77 EXHREIAEEZLONS,

2. BEXDRCTTIl3. SRHIBIANICHKELT: [ETH GETICERIEEFEEFERZ2ED) I
FZLIRESY —ILBE3 A, Z77EFKEOANEEZLONS,

3. Aitcld. SRHBEAICRELT [ETH FRTICEZIEEFEERZSD) 1
FZLIRETY —ILEEIIA, 77RB1IALEZIONS,

4, FENICEK, REPRLPEORTTHZDT, 983, BEHRZ~A—R & LE-BBAETR
U LABEL, ERENELT S, BEHARIZOERD28~30HNHARIMER—RICT
A=, BRESRET S,



7L 272ZAEFY —ILRCTICHITABBIETER
(EICE2EEEEERESH. BEHRAOR)

A.10~12:BRRE L -ERD o #E L1 FRREICL 2BBRTIROHEE

7 L7 RAEZ ‘/\‘—ll/ 705’&7"—: ZBIET=R tzkt
FETE ELE (/100 A4) FETF
AE BT qooaz AMF T o0
s 14107 8 5.67  84.34 1 1.19 4.49 4.78
BE& 4219 3 7.11 2453 0 0.00 7.11 0

FHEEAEIBIRETER : 5.12 (95%Cl: 1.15-9.10) /100 A%, P=0.0114 [12=0% NNTH= 20(95%ClI: 11-87)

B. 12;:BREESEIC X HEIBFRTROHEE

7L2Z2EZY =L 75 4R 12;8f{ER L3038 8EH 0
: w BT -
B me ECE Ag me ECE (%) L
w4 51527 8 130 30804 1 027 1.03 4.78
A4 15411 3 164 8960 0 0.0 1.64 =

12BRRTEROBBEF T : 1.18% (95%Cl: 0.27-2.09) . P=0.0114 [12=0%. NNTH=85(95%Cl: 48-377)
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B. 12:BRIEA L30BMERERPBICHITS

A. FRIOBBRTERDMTE
= = BB TRDHTE
12;8RRE%
| FRBBITE (95%C HBBIETE (95%Cl)
;%) S . 4.5 (-0.9,9.9) B 1.1(-0.2, 2.4)
=P B 71(-34,177) H&E —— = 1.8(-0.8,4.3)

0.03 0.04

‘ 5.12 (1.2, 9.1) e ‘ 1.18 (0.3, 2.1)

= A
fRa
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12BHRTBEROBEEIBIETE : 1.18% (95%Cl: 0.27-2.09)

HBABBITER : 5.12 (95%Cl: 1.15-9.10) /100
12=0% NNTH= 85(95%Cl: 48-377)

[y =]
P=0.0114 12=0% NNTH= 20(95%Cl: 11-87) P=0.0114



BRTXRLLIZIEEAB 29 & L1-Peto v Xtk (Peto OR) X ZfFirTiEfLlL 7=
GBEOEEXRILLD A XBITTIX, 9FIC0PHBE, RigF—423h3, £Z T,
ABEWSIKEZFWHKZDBICT S LAy XLLIIEERLLIGEMTZE 52D T, Petoixrlck b
X R ET(Peto OR) TREFXRD A XENZIELL A, LHH, Peto ORI, 9FIC0HH B
IMETH, ARBIAHPEMRAIEETE S, =1L, BRBLUBHOSBI 2EULDELDH
BIZEICIE, PetoiBIIARIEREICRD EINED, BALHEDL, 1.67TEDEVRDT,
KELBEEFTHEWEZEZONS, 7=F5L. LkZDHDIEPP, BWLWEICHS)

Peto odds ratio plot

Petoi&Ic K YiE{IL 7=
= | . 3.08 (0.80,11.86) EERFILD X X FEITRER =
3.45 (95% Cl = 1.07-11.11)
P=00382. 12=0%

H7 : — 4.86 (0.47, 50.83)
RESH
Fixed effects (Mantel-Haenszel,
Robins-Breslow-Greenland)

=Y ’ 3.45(1.07,11.11)  piojed OR = 4.54 (95% Cl = 0.83-24.85)

02 os 1 2 s 10 2 0 100 Exact Fisher two sided P = 0.0393

Peto odds ratio (95% confidence interval)



