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Proposed Research Agenda for Mpox in Pregnant or Breast-Feeding Persons

Key Research Area Objectives

Risk factors and trans- Investigate transmission

mission dynamics patterns of MPXV

(epidemiology) (clades | and Il) in the
context of pregnancy
and breast-feeding.

Understand the mecha-
nisms of vertical MPXV
transmission, analyze
the effect of gestational
age on vertical transmis-
sion risk and severity
of fetal or newborn dis-
ease; and identify critical
windows for interven-
tion.

Vertical transmission
mechanisms

Document and analyze
pregnancy outcomes in
infected persons.

Clinical outcomes and
pregnancy complica-
tions

Vaccine effectiveness
and safety in preg-
nancy

Evaluate the safety and ef-
fectiveness of the MVA-
BN vaccine in pregnant
and breast-feeding
persons.

Antiviral treatment evalu- Determine the pharmaco-
ation kinetics, safety, and ef-
ficacy of tecovirimat and

Specific Aims and Approach

Conduct epidemiologic studies in mpox-affected
regions focused on infection rates and severity
among pregnant and breast-feeding persons.

Assess the impact of sexual transmission on
MPXYV spread in high-risk populations.

Identify risk factors for MPXV acquisition in preg-
nant women using surveys and focus-group
discussi study associati with other
sexually transmitted infections.

Use animal models such as macaques to investi-
gate the pathways of vertical transmission by
gestational age.

Analyze clinical samples from infected pregnant
people and their offspring.

Conduct antibody-based and molecular analyses to
detect MPXV in pregnant persons, placentas,
and fetuses; determine viral load; and identify
dissemination patterns.

Conduct prospective fetal ultrasonography to
evaluate fetal growth and describe potential
fetal abnormalities related to maternal MPXV
infection.

Evaluate breast-milk samples from infected breast-
feeding persons to detect MPXV.

Investigate relationship between transplacental
transfer of maternal MPXV antibodies and ver-
tical transmission of MPXV.

Conduct cohort studies of pregnant persons with
mpox to assess maternal morbidity and mortal-
ity and pregnancy outcomes, including miscar-
riage, stillbirth, and neonatal health.

Conduct prospective cohort studies in breast-
feeding persons with confirmed MPXV to track
infant outcomes.

Conduct trials to assess the effectiveness, im-
munogenicity, and safety profile of MVA-BN
and candidate mRNA vaccines in pregnant and
breast-feeding women.

Evaluate the effect of maternal vaccination on ver-
tical transmission.

Monitor vaccinated pregnant and breast-feeding
women and their offspring for pregnancy com-
plications and other adverse events.

Conduct trials to investigate pregnancy-specific
outcomes with tecovirimat treatment.
Conduct pharmacokinetics and safety studies in

other antiviral therapi
in pregnant and breast-
feeding women with
MPXYV infection.
Community engagement, Raise awareness and edu-

education, and guide- cate communities about
line development the risks of mpox during

preg and br feeding persons.
Evaluate the effect of maternal treatment on verti-
cal transmission risk.

Anticipated Outcomes

Improved understanding of

transmission dynamics and
impact of clades | and Il on
pregnancy and breast-fed
infants

In-depth knowledge of the

mechanisms of vertical
transmission and critical
intervention periods

Improved understanding of

clinical outcomes and com-
plications

Robust evidence on the safety

and efficacy of vaccination
in pregnant and breast-
feeding women

Robust evidence for tecovirimat

treatment in pregnant and
breast-feeding women

Investigate mpox vaccine acceptance and develop Enhanced public health strate-

targeted communication campaigns to inform
pregnant women about mpox risks and the im-

gies and community aware-
ness to prevent pregnancy

complications from mpox

Guidelines for managing mpox
in pregnant and breast-
feeding women

pregnancy and breast-
feeding and available
preventive measures.
Develop evidence-based
guidelines for preven-
tion and treatment of
mpox in pregnant and
breast-feeding women.

portance of vaccination and early treatment.

Partner with local health organizations to distrib-
ute educational materials and conduct work-
shops.

* MDYV AdAanntac mankauvnay virie MVA_RN Madifiad Varrinia Ankara hy Ravarian Nardic and RT.DCR raal.tima I rFhain ian
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Abstract

Introduction:

One of the most common complications after cardiac surgery is arrhythmia and
the most common arrhythmia that occurs in these patients is atrial fibrillation,
the prevalence of which varies and is about 3-50%. One of the possible factors
influencing the incidence of this complication is the percentage of Ejection frac-
tion in patients.

Objective:

The aim of this study was to investigate the effect of Ejection fraction in patients
on reducing the incidence of atrial fibrillation arrhythmia.

Methods: In this study, 214 who underwent coronary artery bypass graft surgery
were randomly entered into the study. Ejection fraction was measured in pa-
tients before surgery and after atrial fibrillation arrhythmia in patients; Patients in
the intensive care unit were monitored for any irregular rhythms. Other predictor
variables were recorded in patients to determine its effect on atrial fibrillation
arrhythmia.

Results:

The mean age of patients was 64 years and gender was 65% male and 35%
female. In 33.6% of patients the Ejection fraction was equal to or more than
50%, in 62.1% of patients 35-49% and in 4.2% of patients less than 35% and
the prevalence of atrial fibrillation arrhythmia in patients undergoing coronary
artery bypass graft surgery. It was 18.2%. There was a significant relationship
between Ejection fraction and atrial fibrillation arrhythmia in patients undergoing
coronary artery bypass graft surgery; the prevalence of atrial fibrillation arrhyth-
mia in patients with Ejection fraction of less than 35% was 66.7%. There was
also a significant relationship between diabetes and atrial fibrillation arrhythmia
in patients undergoing coronary artery bypass graft surgery.

Conclusion: Based on the findings of this study, the prevalence of atrial fibrilla-
tion in patients following coronary artery bypass graft surgery was estimated to
be 18.2% and patients with Ejection fraction of less than 35% had the highest
risk of atrial fibrillation.

Keywords:

Ejection fraction, Cardiac surgery, atrial fibrillation.
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Axial portal phase computed tomography (CT) image shows -) Js
diffuse sausage-like swelling of pancreas with loss of pancreatic clefts
and thin, symmetric capsule-like rim of low attenuation surrounding
pancreas (arrows).
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Pancreatograms either by MRCP or ERCP in autoimmune -Y J%&
chronic pancreatitis

Axial contrast-enhanced CT scan images (A, B) -V Js
demonstrating focal AIP with hypoenhancing mass-like area in the
head of the pancreas (image A, arrow). Sclerosing cholangitis with

thickening and enhancement of CBD wall (image B, thick black
arrow), and central intrahepatic bile duct strictures with moderate
intrahepatic biliary dilation on MRCP (C).
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:Endoscopic ultrasonography (EUS)
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Storiform fibrosis (hematoxylin and eosin stain) in -¥ J%3
autoimmune pancreatitis. (A,B,C) Storiform fibrosis is characterized
by a flowing arrangement of spindle-shaped cells, inflammatory cells

RN

and delicate collagen as a unit (A,B). Ductal structures may
be involved and acinar-ductal metaplasia may be seen (arrows) (B).
Although thick collagen strands (thick arrows) are atypical, a portion

o
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with the typical features (short arrows) allows for the diagnosis of
storiform fibrosis (C).

Marked lymphoplasmacytic infiltration with fibrosis (A) and -6 Js
numerous IgGY-positive plasma cells (B) in autoimmune pancreatitis.
(A) The infiltration of plasma cells is easy to recognize. Eosinophils
are also intermingled (hematoxylin and eosin stain). (B) More than
ten positive cells in a high-power field are identified (immunostaining
for IgGY).

Histologic features of type Y autoimmune pancreatitis (hematoxylin #- s
and eosin stain). (A) Granulocytic epithelial lesion with neutrophils infiltrating
in the lumina (arrowheads) and epithelium (arrows) in a resected specimen. (B)
Acinar-ductal metaplasia with neutrophilic infiltration (thick arrows) in a lobule
seen in a biopsy specimen

Olp! JB18 rasin Kl 3 axol>
1F+Y 5l g oybewslil mtd oyl [ m0 399 Jlw



:((Laboratory testing aKisk3T sl 4dl

AP & Se Ollet g 3,53 Lo 2531 Olsn ) & ol (AIP) iagls g 3l SSL sans 0L L g3
spt st Y ¢ AIP L Sl ol o5\ g5

18G4 e 5 oS0k 0l i s 31 )+ 35 ol | AIP s 0 18G4 138
)‘WOL‘Ing@ﬂé‘—ww‘ﬁbd&ﬂwmdb )‘M}J\L@Acdbuﬂb J\.U\JL}_:YL
J}.wov\ibpscMMQ‘)L@&)JW\L;MﬁJrﬂIgG4w‘J3|MWJA:}FAJJJ€JS&»YA'
IgG4 &ﬁ&d\)@)\M}JQ¢CJJ§UJ}¢PSC MBALA)L«:J\YV 6})]:456‘4&!@&:{)3
u.w.s).sfjfdl.:,o\‘/\v'\jwl.inglm.ol.a\N&j\;YQ¢H|gG4ﬁJwW.M|>&YL
Sl ol (F ol (ST cleys fud3l kS ad 853 1 el SSL oS S 51 (sl s 2
LSl 0l 03l i (Pemphigus foliaceus ) v s wld b o Siday 5 e S5 o sSGkey  JSI
DL ML&(IgE)rﬂEJJf)lSﬁ)N w\f\bo‘ﬁ‘ijrﬂlg64Cb_ww‘ja\u‘)l.‘w b.)
AL o Al s S5, S SIS L Ok b s o 18G4 Ol 5 ‘AIP@wub}w
jbc@ﬁ@)ﬂouao CJ.J\_AMJ\ C).sAIP MMJLQAJ\YVLSJ‘)JASL;“\AJM‘)JM‘LJA
leﬂ..u Jy‘é.xmja J‘JJJSLf‘”wJMw‘J'{’deLHWMAS )JA'P‘LJ)‘U.MH..:)J
w‘ewﬁuﬂﬁ‘;ﬁjl_éﬁ:CAlgg‘jwli "‘Jﬁ‘ b&lﬁdl.bj_whm‘)l_m:;jJJJCAlgg
Mw QL;\IgGZI' C}Jﬂ.«: ‘Ju.)ﬁ ol w\;;t.ijwks )l?;béé)l.m“{ 92 2 “L.w‘ JSJ OL{,L:’ 'J_}{ Q\)Lo..:.:
.Jﬁé}YManW)Joj)beLmﬁﬁb

Lol o Pl AIP M Olhlag 55 e j5b 4 aS Lla Lg:L{L;ZST—|gG4ﬁéL§La Lg:L{Ls_.:j
sl 05 51 sl oL sl (s> anti-plasminogen-binding protein (PBP) (4 L
L wAIP LS lassl 5T ol (Mopn V8 500 o 58y 5 (ds 08U 11 (%0 510l S S
Lﬁ':'Jj cANCA cANAc AMAc ASMA c.l.:j):;lﬂj) )jISL% Jﬂl_ﬁa c.b‘a.)j.«.: C,.«.Za ﬂj‘.’m )}b 4.’ LA‘ 4.)_':‘0))._’
e 6l

:(Diagnosis) _yusris

(1gG4 L;a,wcl@uq};\)da@uj oy el b glaanll S 5l JAIP asis
L 5 AIP gl 5 paseis Glaslas .ol 50 e Lase 35 O3l 31 o (6015 2 5 55 Lol e
'BQML)})SL;JL»LS\J;SJAJﬁ sle—is YOO Jlys 54961, 00 Ul s el
oSSl e \)b)‘é)\sffjwM.byféuwb)\osu«_ﬁw‘dﬂt_wdsybaﬁwyLSMU\}-)L&\
< @b ol slre 5 (ol SOL pulid b d8GA-RD L Lo 6 O0I (g5 55— ¢ ol SO (6 120
LV ) Jsa) AIP g il 5 asis (6l A5 5SS S L Ol s

Gl andllan (6 o 5o oKy sy, LU o ola Cusgdme G AIP (ol a5 gl jlas
ezl 3,3 G s Wb OCa 5 ool cpl (655 5 Sl 0355 Lo ;3 AD 350> WajLas ol (SENSITIVILY)
Wwbdadu);@@buuﬁvuu L, s s 1 ol e SAIP Wl (g len ok s
w\sjb.,\»b&.sssbuv_;b”\?wuaow

olp! LB1s rasio oKl axole
VP 50l g olawal/ ots 0 ylos [ 00395 Jlw



T

Diagnosis Primary Imaging evidence Collateral
basis for evidence
diagnosis

Definitive Histology | Typical/indeterminate | Histologically

type ) AIP confirmed

LPSP (level
H)
Definitive Imaging Typical Any non-D
type ) AIP level V/level Y
Indeterminate Two or more
from level )
(+level ¥ D*)
Definitive Response to Indeterminate Level Y S/O0I
type ) AIP steroid + Rt or
level Y D +
level Y
S/00I/H + Rt

Probable Indeterminate Level Y

type ) AIP S/00I/H + Rt

Vg5 Oal 25 Sl SOl pandS 6l jlas =) s

AIP: autoimmune pancreatitis; LPSP: lymphoplasmacytic sclerosing
pancreatitis; H: histology; S: serology; OOI: other organ involvement;
Rt: response to therapy.

* Level Y D is counted as level \ in this setting.

Diagnosis

Imaging evidence

Collateral evidence

Definitive type Y AIP

Typical/indeterminate

Histologically
confirmed IDCP
(level Y H) or
clinical inflammatory
bowel disease + level
YH+Rt

Probable type Y AIP

Typical/indeterminate

Level Y H/clinical
inflammatory bowel
disease + Rt

Vg Ol 25 Sl SOl (oS W Jlae Y Js2a

AIP: autoimmune pancreatitis; H: histology; IDCP: idiopathic duct-
centric pancreatitis; Rt: response to steroid trial.
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Table 1. Demographic and Clinical Characteristics of the Participants at Baseline.*
Tirzepatid Tirzepatid Tirzepatid
5 mg 10 mg 1S mg Placebo Total

Characteristic (N=47) (N=47) (N=438) (N=48) (N=190)
Age —yr 55.0+11.6 54.3x12.1 54.91£10.0 53.5x11.6 54.4x11.3
Female sex — no. (%) 27 (57) 26 (55) 29 (60) 27 (56) 109 (57)
Race or ethnic group — no. (%) 1

American Indian or Alaska Native 1(2) 1(2) 1(2) o 3(2)

Asian 5(11) 6 (13) 6 (12) 5 (10) 22 (12)

Black [ 1(2) [ 0 1 (<1)

White 41 (87) 39 (83) 41 (85) 43 (90) 164 (86)
Hispanic or Latino ethnic group — no. 19 (40) 15 (32) 17 (35) 18 (38) 69 (36)

(%6)1

Body weight — kg 100.7+22.2 102.6+23.8 100.0+18.1 96.0+21.6 99.8+21.5
Body-mass indexi: 36.1+6.0 36.6+6.3 35.9+5.7 36.0+6.7 36.1+6.1
Type 2 diabetes — no. (%) 26 (55) 27 (57) 29 (60) 29 (60) 111 (58)
Liver fibrosis stage — no. (%6)§

F2 17 (36) 25 (53) 22 (46) 17 (35) 81 (43)

F3 30 (64) 22 (47) 26 (54) 31 (65) 109 (57)
NAFLD activity scoref] 5.4x1.0 5.3+0.9 5.0+0.9 5.3x1.0 5.3x0.9
Alanine aminotransferase (U/liter) 67.9+39.9 61.2+35.9 58.7+25.4 59.7+30.3 61.8+33.2
Aspartate aminotransferase (U/liter) 55.5+28.2 47.0+23.8 47.5+20.7 52.3x21.3 50.6+23.7
Glycated hemoglobin — % 6.6+1.3 6.4x1.1 6.4:+0.9 6.8+1.2 6.5x1.1
Liver fat content — % 19.0+6.9 17.6x7.5 18.818.3 18.2+6.8 18.4+7.3
Extracellular hepatic water content — 920.5+120.5 894.1+88.5 923.3+88.1 917.7+92.0 913.0+97.5

msec**

Liver stiffness — kPaf 12.6+5.9 11.1+4.3 11.4+5.7 12.0+5.1 11.8x5.3
Fibrosis-4 index scoreti 1.8x1.1 1.5+0.7 1.5+0.6 1.6=0.7 1.6+0.8
NIS4 test scoref{f 0.8+0.2 0.7+0.2 0.8+0.2 0.8+0.2 0.8+0.2
Enhanced Liver Fibrosis test scoreqq] 9.9+1.0 9.8+0.8 9.7+0.6 9.9+0.8 9.8+0.8
Pro-C3 — ug/liter| | 145.3+103.2 127.9+76.8 115.6+49.7 127.4x57.9 128.9+74.6

* Plus—minus values are means +SD. Percentages may not total 100 because of rounding.
T Race an_d ethnic group were repo_rted !:)f the participants. Participants could t?e recorded as both White and Hispanic or Latino.
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Table 2. Changes from Baseline to Week 52 in Selected Liver End Points.*
Tirzepatide, Tirzepatide, Tirzepatide,
Smg 10 mg 1S mg Placebo
End Point (N=47) (N=47) (N=48) (N=48)
Alanine aminotransferase
Percentage change -51.6x4.4 -56.0+3.8 -56.7+3.9 -5.6+9.1
LS mean difference between tirzepatide and -48.7 (-60.2t0 -33.9) -53.4 (-63.8 to -40.0) -54.1 (-64.3 to -41.0) —
placebo (95% Cl) — percentage points
Aspartate aminotransferase
Percentage change -42.1x4.4 -47.7£3.7 -47.1%3.9 -3.8+7.7
LS mean difference between tirzepatide and -39.8 (-51.4t0 -25.5) -45.7 (-55.9t0 -33.0) -45.1 (-55.3 to -32.4) —
placebo (95% Cl) — percentage points
Liver fat content
Percentage change -45.7+8.0 -41.3+7.7 -57.0+8.1 -9.8+8.2
LS mean difference between tirzepatide and -359(-57.9t0-13.9) -31.4(-53.4t0-9.5) -47.2(-69.4to-25.0) —
placebo (95% Cl) — percentage points
Extracellular hepatic water content — msec
Absolute change -70.7+15.5 -87.2+13.3 -107.2£13.5 -16.7+14.2
LS mean difference between tirzepatide and -54.0 (-93.3t0 -14.8) -70.5 (-107.2to -33.8) -90.5 (-128.2 to -52.9) —
placebo (95% Cl)
Liver stiffness — kPa
Absolute change -3.1:0.7 -3.3x0.6 -3.5+0.6 -0.02+0.7
LS mean difference between tirzepatide and -3.1(-5.0t0-1.2) -3.3 (-5.1to-1.5) -3.5(-5.3t0-1.7) —_
placebo (95% Cl)
NIS4 test score
Absolute change -0.29+0.04 -0.36+0.04 -0.39+0.04 -0.02+0.04
LS mean difference between tirzepatide and -0.27 (-0.39t0 -0.15) -0.34 (-0.45 to -0.22) -0.36 (-0.48 to -0.24) —
placebo (95% Cl)
Enhanced Liver Fibrosis test score
Absolute change -0.50+0.12 -0.47+0.11 -0.45+0.11 0.16+0.12
LS mean difference between tirzepatide and -0.66 (-0.98 to -0.33) -0.63 (-0.94 to -0.31) -0.61 (-0.93 to -0.29) —
placebo (95% Cl)
Pro-C3 — pg/liter
Absolute change -40.1+6.9 -45.7+6.2 -44.0+6.5 5.216.8
LS mean difference between tirzepatide and -45.3 (-64.4t0 -26.1) -50.9 (-69.0to -32.7) -49.1 (-67.4 to -30.9) -
placebo (95% Cl)

* Plus—minus values are estimates +SE. The confidence intervals have not been adjusted for multiple comparisons and should not be used to
infer definitive treatment effects. The number of participants with test results at baseline varied by test. Alanine aminotransferase and aspar-

tate aminotransferase data were analyzed with the use of log transformation. LS denotes least-squares.
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Alanine Aminotransferase — U/liter Aspartate Aminotransferase — U/liter
Placebo 51.7 50.9 47.2 Placebo 43.4 439 404
Tirzepatide, 5 mg 228 26.1 238 Tirzepatide, 5 mg 23.7 26.4 23.1
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Table 3. Adverse Events.*
Tirzepatid Tirzepatid Tirzepatid
Smg 10 mg 15 mg Placebo Total
Variable (N=47) (N=47) (N=48) (N=48) (N=190)
number (percent)
Any adverse event 43 (91) 44 (94) 44 (92) 40 (83) 171 (90)
Any serious adverse event 5(11) 49 0 3 (6) 12 (6)
Adverse event leading to the discontinuation of 2 (4) 0 4 (8) 2 (4) 8 (4)
tirzepatide or placebo
Gastrointestinal disorder leading to the discon- 2(4) 0 2 (4) 1(2) 5(3)
tinuation of tirzepatide or placebo
Adverse event from any system organ class, 43 (91) 44 (94) 44 (92) 40 (83) 171 (90)
according to preferred term
Nausea 17 (36) 16 (34) 21 (44) 6(12) 60 (32)
Diarrhea 15 (32) 17 (36) 13 (27) 11 (23) 56 (29)
Decreased appetite 9(19) 10 (21) 11 (23) 1(2) 31 (16)
Constipation 11 (23) 9(19) 7(15) 3 (6) 30 (16)
Covid-19 5 (11) 6(13) 9(19) 4(8) 24 (13)
Headache 3(6) 6(13) 3 (6) 5 (10) 17 9)
Abdominal distention 3(6) 3(6) 6(12) 4(8) 16 (8)
Abdominal pain 6(13) 3(6) 4(8) 3 (6) 16 (8)
Fatigue 4(9) 4(9) 5 (10) 3 (6) 16 (8)
Dizziness 2 (4) 6(13) 4(8) 2 (4) 14 (7)
Dyspepsia 2(4) 8(17) 2(4) 2(4) 14 (7)
Vomiting 3 (6) 3(6) 7(15) 1Q2) 14 (7)
Weight decreased 5(11) 3(6) 4(8) 0 12 (6)
Urinary tract infection 2(4) 3(6) 2(4) 4(8) 11 (6)
Abdominal pain, upper 6 (13) 2(4) 0 2(4) 10 (5)
Arthralgia 5 (11) 2 (4 2(4) 1(2) 10 (5)
Adjudicated major adverse cardiovascular 1(2) 0 0 0 1(<1)
eventf
Adjudicated MASH-related clinical events, all 2 (4) 2(4) 0 2 (4) 6(3)
with progression to cirrhosisi

* Covid-19 denotes coronavirus disease 2019.

T The adjudicated major adverse cardiovascular event that occurred in one participant was a transient ischemic attack. Major adverse cardio-
vascular events were defined as myocardial infarction, hospitalization for unstable angina, hospitalization for heart failure, coronary inter-
ventions such as coronary-artery bypass graft and percutaneous coronary intervention, and cerebrovascular events including cerebrovascular
accident (stroke) and transient ischemic attack.

1 One additional participant in the 5-mg tirzepatide group had fibrosis that progressed from stage F3 to stage F4 on the basis of the central
pathologist's assessment, but this result was adjudicated as “no event” on the basis of information obtained from the investigator and the
local pathologist who performed a side-by-side comparison of the biopsy results at baseline with those at the end of treatment.
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Table 1. Ch: istics of the 67 C ities at Baseline.*
Variable Intervention Communities Control Communities Rate Ratio
Opioid- Opioid-
Related Related
Community  Overdose Community  Overdose
(N=67) Deaths Populationt Death Rate (N=67) Deaths  Populationf Death Rate
no./100,000 no./100,000
no. (%) no. population no. (%) no. population
All communities 34 (50.7) n 4,439,170 399 33 (49.3) 1546 3,772,336 410 0.97
Opioid-related overdose deaths
Mean no. — — - 38.2:228 — - - 37.12203 —
Median no. (IQR) - - - 352 - - - 327 -
(21.6-49.3) (23.6-48.6)
State
Kentucky 8(23.5) 260 617,841 42.1 8(24.2) 361 815,764 443 0.95
Massachusetts 8(23.5) 172 359,314 479 8(24.2) 201 356,545 564 0.85
New York 8(23.5) 256 1,101,497 232 8(24.2) 318 976,069 326 071
Ohio 10(29.4) 1083 2,360,518 459 9(27.3) 666 1,623,958 410 112
Urban or rural category
Urban 19 (55.9) 1538 3,793,353 40.5 19 (57.6) 1377 3,242,663 425 0.95
Rural 15 (44.1) 233 645,817 36.1 14 (42.9) 169 529,673 319 113
Age group—yr
181034 - 531 1,334,880 398 - 508 1,178,210 431 0.92
35t054 - 848 1,353,341 62.7 - 751 1,180,392 63.6 098
255 — 392 1,750,949 224 — 287 1,413,734 203 110
Sex
Male - 1235 2,133,827 579 — 1071 1,825,776 58.7 0.99
Female - 536 2,305,343 233 — 475 1,946,560 244 0.95
Race or ethnic groupj:
Non-Hispanic White - 1374 3,229,233 425 - 1119 2,750,369 40.7 1.05
Non-Hispanic Black - 267 728,037 36.7 - 278 545,357 51.0 0.72
Hispanic - 115 281,329 409 - 130 322,654 403 1.01
Non-Hispanic other - 12 200,571 6.0 - 17 153,956 110 0.54
Missing data - 3 — 2

* Plus-minus values are means +SD. Percentages may not total 100 due to rounding. IQR denotes interquartile range.
+ For communities that represent counties (48 of 67), population estimates are from 2020 Bridged-Race Population Estimates.” For communities that represent units smaller than coun-

67 Communities underwent randomization

! !

34 Were assigned to CTH intervention 33 Were assigned to control group
group and received usual care
33 Received intervention

1 Did not receive intervention
because of community withdrawal

! !

34 Were included in the intention-to- 33 Were included in the intention-to-
treat analysis treat analysis
33 Were included in the per-protocol 33 Were included in the per-protocol
analysis analysis
1 Was excluded from the per-protocol
analysis
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Table 2. Unadjusted Rate Ratio of Opioid-Related O Deaths ion-to-Treat i o
Unadjusted
Variable Intervention Communities Control Communities Rate Ratio
Opioid-Related Opioid-Related
Overdose Deaths Population Overdose Deaths Population
number of persons
All communities 65.3+98.1 130,563.8+ 69.6+143.8 114,313.2+ 0.94
200,088.0 201,417.3
State
Kentucky 48.9+46.5 77,230.1= 76.1x168.7 101,970.5= 1.11
80,938.9 202,045.3
Massachusetts 25.1+22.2 44,914 3+ 30.1x24.7 44,568.1x 0.74
26,559.3 33,628.8
New York 59.0+73.9 137,687.1+ 67.9+74.6 122,008.6x 0.73
140,779.9 106,012.1
Ohio 115.6+156.3 236,051.8x 100.4+223.0 180,439.8+ 1.24
322,922.0 325,173.2
Urban or rural category
Urban 100.2+120.1 199,650.2+ 106.8+182.1 170,666.5+ 0.96
248,385.2 252,614.9
Rural 21.1+19.4 43,054.5+ 19.1+14.8 37,833.8x 0.92
19,075.4 23,733.0
Age group — yr
18 to 34 17.6+25.6 39,261.2+ 19.5+42.1 35,703.3+ 0.88
60,440.2 69,802.6
35to 54 32.4+48.8 39,804.1+ 33.7£70.3 35,769.5+ 0.97
60,321.8 65,163.6
=55 15.3+24.7 51,498.5+ 16.4+32.3 42,840.4x 0.97
79,908.4 67,485.8
Sex
Male 44.9+68.2 62,759.6x 48.5+98.4 55,326.5+ 0.89
94,370.9 96,853.5
Female 20.4+30.1 67,804.2+ 21.1x+45.6 58,986.7+ 1.08
105,743.9 104,579.4
Race or ethnic group
Non-Hispanic White 46.6+61.6 94,977.4x 46.6+91.2 83,344.5x 0.97
128,763.1 135,601.7
Non-Hispanic Black 13.6+30.6 21,412.9+ 16.2+46.9 16,526.0x 0.96
55,089.6 45,296.8
Hispanic 4.0+8.0 8,274.4x 5.4+10.8 9,777.4x 0.77
13,482.1 17,7435
Non-Hispanic other 0.9+2.2 5,899.1+ 1.2+2.9 4,665.3+ 0.79
9,757.0 11,990.9
Missing data 0.3+0.8 0.4+0.9
Table 3. Adjusted Rate of Opioid-Related Overdose Deaths, According to Population.*
Adjusted Rate in Adjusted Rate in Control Adjusted
Intervention Communities Communities Rate Ratio
Population (95% ClI) (95% CI) (95% Cl) P Valuej
no./100,000 population
Intention-to-treat 47.2 51.7 0.91 0.30
analysis (41.8-53.2) (44.9-59.6) (0.76-1.09)
Per-protocol analysis 47.2 51.6 0.91 —
(41.8-53.3) (44.8-59.4) (0.77-1.09)
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Table 4. Adjusted Rate of Opioid-Related Overdose Deaths (Intention-to-Treat Population).*

Adjusted Rate in Intervention
Communities

Adjusted Rate in Control

Communities Adjusted Rate Ratio

Variable (95% ClI) (95% ClI) (95% ClI)
no./100,000 population
State
Kentucky 59.8 (44.5-80.4) 59.3 (35.5-99.2) 1.01 (0.56-1.81)
Massachusetts 45.0 (30.7-65.9) 52.2 (38.0-71.8) 0.86 (0.54-1.37)
New York 46.4 (32.1-67.0) 53.1 (41.7-67.7) 0.87 (0.56-1.35)
Ohio 39.3 (31.7-48.7) 43.0 (28.9-64.1) 0.91 (0.58-1.44)

Urban or rural category
Urban
Rural

Age —yr
18 to 34
35to 54
=55

Sex
Male
Female

Race or ethnic group
Non-Hispanic White
Non-Hispanic Black
Hispanic

Non-Hispanic other

48.2 (41.5-55.9)
45.1 (35.3-57.7)

46.2 (39.8-53.5)
69.9 (58.2-83.9)
33.6 (27.8-40.7)

60.6 (50.6-72.6)
34.1 (29.0-40.0)

45.4 (36.6-56.3)
70.3 (52.4-94.2)
39.3 (24.4-63.3)
16.5 (7.5-36.4)

50.3 (41.6-60.9)
54.4 (41.4-71.5)

51.3 (42.4-62.1)
76.6 (64.8-90.5)
39.3 (28.9-53.6)

69.2 (58.4-82.1)
37.2 (30.2-45.8)

47.6 (38.0-59.5)
77.1 (54.9-108.4)
46.4 (31.6-68.0)
28.2 (13.6-58.7)

0.96 (0.76-1.21)
0.83 (0.57-1.20)

0.90 (0.72-1.13)
0.91 (0.73-1.15)
0.86 (0.59-1.23)

0.88 (0.71-1.08)
0.91 (0.71-1.18)

0.95 (0.72-1.26)
0.91 (0.59-1.40)
0.85 (0.46-1.57)
0.59 (0.20-1.68)
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