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H Visual Abstract
lMP(j)RTANCE Death rattle, definaq as noisy brething c.?used by the Presence of Mucus in the B= Editoria) page 1263

recommeng ant:chohnerg:c drugs to reduce the death rattle after nonpharmacologlcal [+] Multimedia
Measures fajj, evidence regarding thejr efficacy js lacking. Given that anticholinergics only [+ Supplementa content
decrease Mucus Production, j Is unknown Whether Prophylactic application May be more

apPpropriate.

OBJECTIVE To determine Whether administration of Prophylactic SCopolamine butylbromide
reduces the death rattle,

lNTERVENTlONS Administration of subcutaneous SCopolamine butylbromide, 20 mg foyr
times 5 day (n = 79), or placebo (n=78).

occurred jn 2 of 79 Ppatients (28%) vs 18 0f 78 (23%). dry mouth in8of79 (10%) vs 120f 78
(15%), and urinary retention jn g of 26 (23%) vs 3 of 18 (17%), respectively.

CONCLUSIONS AND RELEVANCE Among Patients ne the end of life, Prophylactic
subcutaneous SCopolamine butylbromide, Compared with Placebo, significantly reduced
the Occurrence of the death rattle,

TRIAL REGISTRATION trialrecictm. 1. .
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respiratory tract, js relatively Common among dying patients, Although clinical 8uidelines
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OBJECTIVE T determine Whether administration of Prophylactic Scopolamine butylbromide
reduces the death rattle,

DESIGN, SETTING, ANp PARTICIPANTS A Multicenter, randomized, double-bling,
piacebo»controiied trial was Performed in g hospices jn the Netherlands, Patients with alife
€Xpectancy of 3 Or more days who were admitted to the partidpating hospices Were asked to
give advance informed consent from April 10, 2017, through December 31,2019, When the
dying Phase was recognized, Patients fulfilling the eligibility Criteria Were randomizeq, Ofthe
229 Patients who Provided advance informeq consent, 162 Wwere ultimately randomizeq.

The date of fina| foliow-up Wwas January 31,2020,

Manage. 2013;45(1):14-22.

lNTERVENTloNS Administratlon of Subcutaneoys Scopolamine butylbromide, 20 mg four
times 5 day (n = 79), or Placebo (n=78).

MAIN OUTCOMES AND MEASURES The Primary outcome was the occurrence of. agrade 2 or
higher death rattle 3 defined by Back (range, 0-3;0,no rattle; 3, rattle audile Standing jn the
door Opening) Measured at 2 Consecutive time Points with a4-hour interval, Secondary
Outcomes included the time between recognizing the dying phase and the onset of a death
rattle anq anticholinergic adverse events,

RESULTS Among 162 Patients who were randomized, 157 Patients (97%; median age, 76 years
[IQR, 66-84 Years]; 569, Women) were included jn the Primary analyses, A death rattle
occurred in 19 Patients (13%) in the Scopolamine 8roup compareq With 21 patients (27%) in
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respiratory tract, js relatively Common among dying patients, Although clinical 8uidelines

recommend antl'choh'nerglc drugs to reduce the death rattle after nonpharmacologica! H Multimedia
Measures faj, evidence regarding thejr efficacy js lacking, Given that anticholinergics only [+] Supplementa) content
decrease Mucus Production, jt is unknown whether Prophylactic application may be more

aPpropriate.

OBJECTIVE T determine Whether administration of Prophylactic Scopolamine butylbromide
reduces the death rattle,

DESIGN, SETTING, ANp PARTICIPANTS A Multicenter, randomized, double-bling,
placebo»controﬂed trial was Performed in g hospices jn the Netherlands, Patients with alife
days wh i i i

The date of fina| foMow-up Wwas January 31,2020,

lNTERVENTloNS Administratlon of Subcutaneoys Scopolamine butylbromide, 20 mg four
times 5 day (n = 79), or Placebo (n=78).

MAIN OUTCOMES AND MEASURES The Primary outcome was the occurrence of. agrade 2 or
higher death rattle 3 defined by Back (range, 0-3;0,no rattle; 3, rattle audile Standing jn the
door Opening) Measured at 2 Consecutive time Points with a4-hour interval, Secondary
Outcomes included the time between recognizing the dying phase and the onset of a death
rattle anq anticholinergic adverse events,
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OBJECTIVE T determine Whether administration of Prophylactic Scopolamine butylbromide f I O n r e

reduces the death rattle,

DESIGN, SETTING, ANp PARTICIPANTS A Multicenter, randomized, double-bling,
placebo»controﬂed trial was performed i 6 hospices inthe Netherlands. Patients with a life
h admitted i i

The date of final foMow-up Wwas January 31,2020,

INTERVENTIONS Administratlon of Subcutaneoys Scopolamine butylbromide, 20 mg four
times 5 day (n = 79), or Placebo (h= 78).

MAIN OUTCOMES AND MEASUREs The Primary outcome wjas the occurrence of. dgrade2 or
higher death rattle 3 defined by Back (range, 0-3;0,no rattle; 3, rattle audile Standing jn the
door Opening) Measured at 2 Consecutive time Points with a4-hour interval, Secondary
Outcomes included the time between recognizing the dying phase and the onset of adeath
rattle ang anticholinergic adverse events,

RESULTS Among 162 Patients whe Were randomized, 157 Patients (97%; median 3ge, 76 years
[IQR, 6684 Years]; 569, Women) were included jn i
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Measures faj, evidence regarding thejr efficacy js lacking, Given that ant[cholinergics only
decrease Mucus Production, jt is unknown whether Prophylactic application may be more

OBJECTIVE T determine Whether administration of Prophylactic Scopolamine butylbromide
reduces the death rattle,

229 Patients who Provided advance informeq consent, 162 Wwere ultimately randomizeq.
The date of final foMow-up was January 31,2020,

lNTERVENTloNS Administratlon of Subcutaneoys Scopolamine butylbromide, 20 mg four
times 5 day (n = 79), or Placebo (n=78).

MAIN OUTCOMES AND MEASURES The Primary outcome was the occurrence of. agrade 2 or
higher death rattle 3 defined by Back (range, 0-3;0,no rattle; 3, rattle audile Standing jn the
door Opening) Measured at 2 Consecutive time Points with a4-hour interval, Secondary
Outcomes included the time between recognizing the dying phase and the onset of a death
rattle anq anticholinergic adverse events,

I8 caused by the Presence of mucus in the

&R Visual Abstracy
| Editorial page 1263
ER Multimedi,

EX Supplementy content

Métodos

1097 Patients admitted to hospice

7% i;cllug?ddnot meet inclusion criteria

. icipate _ d consent
229 Dec“ge? ti Ipwaa:/ti::;pbeen invited to sign informe
77 Died befor

tand information
er able to unders N reasons
P :gtl?:vgited to participate ;or un;::svz
DL nition of the dying e
i n
) 32 Dle: bEf:aZ rflc?jiath rattle at the start of dying p
17 Had a grade 2

16 Were discharged. from hos;:llsce
7 Excluded for various reaso

3 Withdrew consent

162 Randomized

80 Randomized to receive placebo

m mized
m cei | i lacebo as rando
82 Randomized to receive scopolamine 80 Received p |

butylbromide

mized
82 Received treatment as rando v

. ide
l | 1 Received scopolamine butylbromid

tment box
r the second trea
1 Withdrew informed consent " ‘

medication stopped on
' gttjlsjgiycion of adverse evedr:rsed
2 Extra boxes were not or Fncomectly
1 Study medication stoppe
for unknown reason dofstudy
1 Received placebo instea of st
medication for the secon |

| in pri lysis
i | 78 Included in primary analy

e t
) lysis (incorrec
ded from analys hase)?
in primary analysis 2 Excluded of the dying pha
79 Included in pr lysis (incorrect recognition

analysis
3 Excluded from

i a
recognition of the dying phase)




ARTICULO PRINCIPAL

Resultados

Table 2. Summary of the Primary, Secondary, and Exploratory Outcomes in the Study of Scopolamine Butylbromide for Death Rattle

No. (%) Differences Cumulative occurrence at 48 h?
Scopolamine between
butylbromide  Placebo percentages Scopolamine Sudistribution HR
(n=79) (n=78) (95% Cl), %* Pvalue butylbromide, % Placebo, % (95% ClI)© P value
Primary outcome
Death rattle grade 22
2 Time points 10(13) PLl(@7)) 14 (2to 27) .02
1 Time point 15(19) 29 (37) 18 (4to 32) .01
not followed
by improvement®
Secondary outcomes
Time from the recognition
of the dying phase
to death rattle
2 Time points 8 il 0.44(0.20t00.92) .03
1 Time point 8 22 0.41(0.22t00.78) .006
without improvement?
Adverse events
Restlessness
CPD® 22 (28) 18 (23) -5(-18t09) 23 19 1.25(0.67t02.32) .48
VvICSf 7(9) 7 (9) 0(-9to9) 7 7 0.99(0.35t02.81) .98
Dry mouth? 8 (10) 12 (15) 5(-5t016) 8 12 0.65(0.27t0 1.57) .34

Urinary retention” 6/26 (23) 3/18 (17) -6 (-30to 17) 20 i5 1.45(0.37t05.69) .60
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Figure 3. Time Until Death

100 -

80 -

60 -

Alive, %

40 -

20 -

HR, 0.71 (95% Cl, 0.52-0.98); P=.04

Scopolamine butylbromide

Placebo

No. at risk
Placebo
78

78

45

Scopolamine butylbromide

57

2 3 4
Days

23 12 7

33 22 14




L .
ARTICULO PRINCIPA onclusiones

[ ] e

mayor

10:
» Limitaciones del estud oo o
ICI ion en e
' ICIpacion
» Baja part . e
limitaciones inclusion

E
% de patolog
Research ayor /O o

—— ebo conm lysis

’ feligiratoria = post hoc analy

Harrigtte J. Van Esch, mp, Liavan Zuylen, MD, php; Ericc. T, GEUtEman, MD, php; Esther Oomen-de Hoop, PhD;
Bregjea. A, Huisman, MD; Heike 5 Noordzu'rNooteboom, MD; Renske Boogaard, RN;
Agi ij

. iratorias
nesvanderHe:de. MD, PhD;CarinC, vaanderR t, MD, PhD v . , o e S r e S p I r a

B Visual Abstracy I n fe C C | O n

» Exclusion

IMPORTANCE Death rattle, defined a5 noisy breathmg Caused by the Presence of mucus in the E Editorial Page 1263
respiratory tract, is relatively Common among dying patients, Although clinical 8uidelines

recommengd antlchoh'nerglc drugs to reduce the death rattle after nonpharmacological [+] Multimedia
Measures faj, evidence regarding thejr efficacy js lacking, Given that anticholinergics only [+] Supplementa) content
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reduces the death rattle,

DESIGN, SETTING, ANp PARTICIPANTS A Multicenter, randomized, duuble»bhnd,
placebo»controﬂed trial was Performed j i
h

.
8ive advance informeq consent from April 10, 2017, through December 31,2019, When the S I e
dying Phase was recognized, Patients fulfiHing the eligibihty Criteria were randomizeq, Ofthe (]
229 Patients who Provided advance informeqd consent, 162 Wwere uItimaler randomizeq.
The date of fina| foMow-up Wwas January 31,2020, S

INTERVENTIONS Administratlon of Subcutaneoys Scopolamine butylbromide, 20 mg four
times 5 day (n = 79), or Placebo (n=78).

MAIN OUTCOMES AND MEASURES The Primary outcome wjas the occurrence of. agrade 2 or
higher death rattle 3 defined by Back (range, 0-3;0,no rattle; 3, rattle audile Standing jn the
door Opening) Measured at 2 Consecutive time Points with a4-hour interval, Secondary
Outcomes included the time between recognizing the dying phase and the onset of adeath
rattle ang anticholinergic adverse events,

RESULTS Among 162 Patients who were randomized, 157 Patients (97%; median
[IQR, 6684 Years]; 569, Women) were included jn i
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DESIGN, SETTING, AND PARTICIPANTS This institution-wide, observational cohort Study
evaluated )| Patients hospitah'zed atalarge university—afﬁliated hospital With 10 sites in
Western Switzerland with a pyc insertion between January 1. 2016, and February 29,2020,

MAIN OUTCOMESs AND MEASUREs The PVvC-Bs| rates and PVC-Bs| incidence rate ratjos (IRRs)
during €ach periog,

3.65-14.22; P<.001) Compared with baseline, Whereas during the reversion Period there was
1 69)

Author Affiliations. Infection Control

CONCLUSIONS AND RELEVANCE The results of thjg cohort study using 5 large, Prospectjve Program and woriq Health
surveillance database suggest that replacement of PV(Cs only when chmcaHy indicated may be Organization Collaborating Centre on
associated with ap, INCreased risk of PvC-Bs| COmpared with routine replacement Even if Patient Safery, University of Geneyq

. . . . . Hospitals and Faculty of Medicine,
PVC-assocrated BSlis 4 fare event, the use of PV(Cs j Most patients makes this outcome Geneva Switzerlang (Buetti, Abpag
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DESIGN, SETTING, AND PARTICIPANTS This v‘nsutut:on-wide, observan'enal cohort study
©valuated 3 Patients hospitalv'zed atalarge university'afﬁﬁated hospital With 10 sites in

MAIN ouTcomEs AND MEASURES The PvC-gs) fatesand pyc.gg; incidence rate ratios (IRRs)

during each, Period.

RESULTS A tota) of 412631 PVCs with documenteq Catheter duration were included (164 331
i artile range]

interqu; Patient age, 5 3372] Yyears; 88 9og [541%) female);
241432 pycs atbaseline, 130 779at intervention, and 40420 54 Teversion. Eleven, PVC-Bs|s

B
3
g
2
a
3

CONCLUSIONS AND RELEVANCE The results of this cohort Study Using 3 large, Prospective
Surveillance database Suggest that replacement of PVCs only when clv'mcally indicateq may be
3ss0ciated with 5y, increased risj of PVC-Bs| Compared with routine replacement, Even if
PVC-associateq BSlisarare event, the use of, PVCsin most Patients makes ths Outcome
relevant,

Comparison of Routine Replacement With Ch'm'ca"y Indicateq
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JAMA Interna| Medicine | Original investigation

Replacement of Periphera) intravenous Catheters

Niccold Buett,wp, s, Mohamed Appas i, MSC; Didier piter, MSC; Marlike . o g Kraker, php;
Daniel Teixeira, s, Marie-Noele Chrai, gy, Valérie Sauvan, RN Jyjan Sauser, Msc.
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IMPORTANCE Periphera) Intravenoys Catheters (PVCs) are the most frequentiy used
indwelling devices jn hospitals Worldwide, Peripheraj intravenous Catheter bioodstrearn
infections (PVC-BSis) are rare, but severe and Preventable, adverse evens,

OBJECTIVE To Investigate the incidence of PVC-Bsjs after changing the policy of routine pyc
replacement @very 96 hoyrs to ciinicaiiy indicated replacement,

DESIGN, SETTING, AND PARTICIPANTS This. insutut:on-wide, observationai cohort study
©valuated 3 Patients hospitalized atalarge universi[y'afﬁiiated hospital With 10 sites in
Westerp Switzerlang Wwitha pyc insertion between January 1, 2016, and February 29,2020,

EXPOSUREs Peripheral Intravenoys Catheters were routinely replaced every 96 hours until

March 3, 2018 (baseline Period). Between April 1and October 15,2018, PVCs were replaced if

ciinicaliy indicated (intervention Period). From October 16, 2019, PVCs were again Toutinely
replaced €very 96 hoyrs (reversion Period).
MAIN ouTcomEs AND MEASURES The PvC.gg) fatesand pyc.gg; incidence rate ratios (IRRs)

during each Period.

RESULTS A tota) of 412637 PVCs with documenteq Catheter duration were included (164 331
Patients; median [interquartile range] patient age, 51 3372] Yyears; 88 9og [54.1%) female):
241432 pycs atbaseline, 130 779at intervention, and 40420 54 Teversion. Eleven, PVC-Bs|s
Were observeq during the baseline Period, 46 during the intervention, and 4 during the
reversion Period, Although the monthly number. of PVCrdays remained staple during alf study
Periods, the nNumber of, monthly inserted PVCs decreased during the interventiun Period. The
Number of PVCs still in Place more than 4 or more than 7 days was higher during th
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Resultados

Table. Characteristics of the Study Population by Study Period?

Characteristic Baseline Intervention Reversion P value
SexP
Female 47 114 (54.0) 31259 (54.4) 10555 (54.1) .28
Male 40207 (46.0) 26225 (45.6) 8971 (45.9)
Age, median (IQR)® 51(33-71) 52 (33-72) 55 (35-74) <.001
ICU admission 7120 (2.9) 2782 (2.1) 732 (1.8) <.001
No. of catheters per patient, median (IQR)¢ 1 (1-2) 1(1-2) 1(1-2) <.001
Dwell time, d
>4 26372 (10.9) 26 656 (20.4) 5170 (12.8) <.001
>7 5745 (2.4) 10656 (8.1) 947 (2.3) <.001
Insertion site
Forearm 130877 (54.2) 50584 (38.7) 15276 (37.8) <.001
Arm 6930 (2.9) 2105 (1.6) 675 (1.7)
Elbow 12247 (5.1) 21508 (16.4) 7530 (18.6)
Hand 69615 (28.8) 30930 (23.7) 9141 (22.6)
Other 6018 (2.5) 2636 (2.0) 771(1.9)
Wrist 15745 (6.5) 23016 (17.6) 7027 (17.4)
Operator
Out-of-hospital 18909 (7.8) 10573 (8.1) 2786 (6.9) <.001
In-hospital 222523 (92.2) 120206 (91.9) 37634 (93.1)
PVC-BSI 11 (<0.1) 46 (<0.1) 4 (<0.1) <.001

Infecciones
asociadas a catéter:

Baseline: 11
intervention: 46

Reversion: 4

< 4 DIAS = 12
> 4 DIAS = 49
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Figure 4. Incidence Rate Ratios (IRRs) of Peripheral Venous Catheter-Associated Bloodstream
Infections During the Intervention and Reversion Periods

Source

IRR
(95% CI)

Main analysis
Intervention period (clinically indicated replacement)
Reversion period (routine replacement)
Sensitivity analysis excluding 2016
Intervention period (clinically indicated replacement)
Reversion period (routine replacement)
Sensitivity analysis excluding children
Intervention period (clinically indicated replacement)
Reversion period (routine replacement)

7.20 (3.65-14.22)
1.35(0.30-6.17)

5.94 (2.69-13.11)
1.12 (0.23-5.37)

7.18 (3.64-14.18)
1.35(0.30-6.15)

0.1

—
o
H
.
| I I lllllli I 1 lllllll |
1 10 20
IRR (95% CI)

P value

<.001
.69

<.001
.89

<.001
.70

The baseline period (routine
replacement) served as the
reference.
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A Randomized Controlled Trial of Ceftriaxone and
Doxycycline, With or Without Metronidazole, for the
Treatment of Acute Pelvic Inflammatory Disease

Harold C. Wiesenfeld,'? Leslie A. Meyn,"? Toni Darville,? Ingrid S. Macio,? and Sharon L. Hillier'?

'Department of Obstetrics, Gynecology and Reproductive Sciences, University of Pittsburgh, Pittsburgh, Pennsylvania, USA, “Magee-Womens Research Institute, Pittsburgh, Pennsylvania, USA, and
*Department of Pediatrics, University of North Carolina at Chapel Hill, Chapel Hill, North Carolina, USA

(See the Editorial Commentary by Mitchell on pages 1190-91.)

Background. Anaerobic organisms are important pathogens in acute pelvic inflammatory disease (PID). The currently recom-
mended PID regimen of a single dose of ceftriaxone and doxycycline for 14 days has limited anaerobic activity. The need for broader
anaerobic coverage is unknown and concerns have been raised about metronidazole tolerability.

Methods. We conducted a randomized, double-blind, placebo-controlled trial comparing ceftriaxone 250 mg intramuscular
single dose and doxycycline for 14 days, with or without 14 days of metronidazole in women with acute PID. The primary outcome
was clinical improvement at 3 days following enrollment. Additional outcomes at 30 days following treatment were the presence of
anaerobic organisms in the endometrium, clinical cure (absence of fever and reduction in tenderness), adherence, and tolerability.

Results.  We enrolled 233 women (116 to metronidazole and 117 to placebo). Clinical improvement at 3 days was similar be-
tween the 2 groups. At 30 days following treatment, anaerobic organisms were less frequently recovered from the endometrium in
women treated with metronidazole than placebo (8% vs 21%, P < .05) and cervical Mycoplasma genitalium was reduced (4% vs 14%,
P <.05). Pelvic tenderness was also less common among women receiving metronidazole (9% vs 20%, P < .05). Adverse events and
adherence were similar in each treatment group.

Conclusions. In women treated for acute PID, the addition of metronidazole to ceftriaxone and doxycycline was well tolerated
and resulted in reduced endometrial anaerobes, decreased M. genitalium, and reduced pelvic tenderness compared to ceftriaxone and
doxycycline. Metronidazole should be routinely added to ceftriaxone and doxycycline for the treatment of women with acute PID.
Clinical Trials Registration. NCT01160640.

Keywords.  pelvic inflammatory disease; anaerobes; metronidazole.

Pelvic inflammatory disease (PID) results from ascension of
microorganisms from the vagina or endocervix to the endome-
trium and fallopian tubes. Organisms recognized to cause PID
and its sequelae include Chlamydia trachomatis and Neisseria
gonorrhoeae. Mycoplasma genitalium has been associated with
endometritis but its association with infertility is less certain
[1]. Facultative and anaerobic microbes associated with vaginal
dysbiosis have been associated with endometrial and tubal in-

fartimnme avd aro rorcrmrrorod fram fho 11mvmor comifal frart ot hichor

of PID [5]. This regimen is effective against N. gonorrhoeae and
C. trachomatis, but has limited activity against anaerobic or-
ganisms. Despite the frequent recovery of anaerobic organisms
in women with acute PID, the need for antimicrobial therapy
with broader anaerobic coverage is unknown. This uncertainty
is reflected in the CDC guidelines that list metronidazole as
an optional addition to ceftriaxone and doxycycline, while the
European guidelines recommend the addition of metronidazole

1] WAawrotror o vorornt cvretormiatic rotrionr arnd maota amnalieic ~fF

» Ensayo de 233 mujeres con EPI
leve a moderada que fueron
tratadas con ceftriaxonay
doxiciclina y asignadas
aleatoriamente a recibir
adicionalmente metronidazol
500 mg dos veces al dia o
placebo durante 14 dias.

» A los 30 dias:

una menor tasa de molestias
peélvicas (9 vs 20%)

una tendencia no significativa
hacia una mayor tasa de
curacion (96 vs 90%).
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Asymptomatic Rectal Chlamydia trachomatis
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ABSTRACT

BACKGROUND
Rectal chlamydia is a common bacterial sexually transmissible infection among
men who have sex with men. Data from randomized, controlled trials are needed
to guide treatment.

METHODS

In this double-blind trial conducted at five sexual health clinics in Australia, we
randomly assigned men who have sex with men and who had asymptomatic rectal
chlamydia to receive doxycycline (100 mg twice daily for 7 days) or azithromycin
(1-g single dose). Asymptomatic chlamydia was selected as the trial focus because
more than 85% of men with rectal chlamydia infection are asymptomatic, and
clinical guidelines recommend a longer treatment course for symptomatic infec-
tion. The primary outcome was a negative nucleic acid amplification test for rectal
chlamydia (microbiologic cure) at 4 weeks.

RESULTS

From August 2016 through August 2019, we enrolled 625 men (314 in the doxycy-
cline group and 311 in the azithromycin group). Primary outcome data were avail-
able for 290 men (92.4%) in the doxycycline group and 297 (95.5%) in the azithro-
mycin group. In the modified intention-to-treat population, a microbiologic cure
occurred in 281 of 290 men (96.9%; 95% confidence interval [CI], 94.9 to 98.9) in
the doxycycline group and in 227 of 297 (76.4%; 95% CI, 73.8 to 79.1) in the
azithromycin group, for an adjusted risk difference of 19.9 percentage points (95%

CI, 14.6 to 25.3; P<0.001). Adverse events that included nausea, diarrhea, and vom-
a1

Respuesta clinica: PCR negativa
de clamidia rectal a las 4
semanas.

Una pauta de 7 dias de
doxiciclina (100mg cada 12h) fue
superior a una dosis unica de
azitromicina 1g en el tratamiento
de la infeccion rectal por clamidia
entre los hombres que tienen
relaciones sexuales con hombres.

CURACION CLINICA (N=587)

DOXICICLINA — 96,9%

0%

Diferencia de riesgo ajustada de 19,9 %
(IC del 95%, 14,6 a 25,3; P<0,001)
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individual patient data meta-analysis

Beth Stuart,’ Hilda Hounkpatin,* Taeko Becque,* Guiging Yao,? Shihua Zhu,’

Pablo Alonso-Coello,’ Attila Altiner,” Bruce Arroll,” Dankmar Bohning,® Jennifer Bostock,”
Heiner C Bucher,® Jennifer Chao,” Mariam de la Poza,'® Nick Francis, David Gillespie,!*
Alastair D Hay,'? Timothy Kenealy,® Christin Loffler,” David P McCormick,*?

ABSTRACT

OBJECTIVE

To assess the overall effect of delayed antibiotic
prescribing on average symptom severity for patients
with respiratory tract infections in the community, and
to identify any factors modifying this effect.

DESIGN

Systematic review and individual patient data meta-
analysis.

DATA SOURCES

Cochrane Central Register of Controlled Trials, Ovid
Medline, Ovid Embase, EBSCO CINAHL Plus, and Web
of Science.

ELIGIBILITY CRITERIA FOR STUDY SELECTION
Randomised controlled trials and observational
cohort studies in a community setting that allowed
comparison between delayed versus no antibiotic
prescribing, and delayed versus immediate antibiotic
prescribing.

MAIN OUTCOME MEASURES

The primary outcome was the average symptom
severity two to four days after the initial consultation
measured on a seven item scale (ranging from normal
to as bad as could be). Secondary outcomes were
duration of illness after the initial consultation,
complications resulting in admission to hospital or
death, reconsultation with the same or worsening
illness, and patient satisfaction rated on a Likert
scale.

Gemma Mas-Dalmau,** Laura Mufioz,® Kirsty Samuel,*® Michael Moore,* Paul Little*

RESULTS

Data were obtained from nine randomised controlled
trials and four observational studies, totalling
55682 patients. No difference was found in follow-
up symptom severity (seven point scale) for delayed
versus immediate antibiotics (adjusted mean
difference —0.003, 95% confidence interval -0.12 to
0.11) or delayed versus no antibiotics (0.02, -0.11
to 0.15). Symptom duration was slightly longer in
those given delayed versus immediate antibiotics
(11.4 v 10.9 days), but was similar for delayed versus
no antibiotics. Complications resulting in hospital
admission or death were lower with delayed versus
no antibiotics (odds ratio 0.62, 95% confidence
interval 0.30 to 1.27) and delayed versus immediate
antibiotics (0.78, 0.53 to 1.13). A significant
reduction in reconsultation rates (odds ratio 0.72,
95% confidence interval 0.60 to 0.87) and an increase
in patient satisfaction (adjusted mean difference
0.09, 0.06 to 0.11) were observed in delayed versus
no antibiotics. The effect of delayed versus immediate
antibiotics and delayed versus no antibiotics was
not modified by previous duration of illness, fever,
comorbidity, or severity of symptoms. Children
younger than 5 years had a slightly higher follow-up
symptom severity with delayed antibiotics than with
immediate antibiotics (adjusted mean difference
0.10, 95% confidence interval 0.03 to 0.18), but no
increased severity was found in the older age group.
CONCLUSIONS

Delayed antibiotic prescribing is a safe and effective
strategy for most patients, including those in higher
risk subgroups. Delayed prescribing was associated

» Revision sistematica y metaanalisis
de datos de pacientes individuales
procedentes de...

O ensayos controlados aleatorios y

4 estudios observacionales

» b5 682 pacientes en total

D v
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ABSTRACT

OBJECTIVE

To assess the overall effect of delayed antibiotic
prescribing on average symptom severity for patients
with respiratory tract infections in the community, and
to identify any factors modifying this effect.

DESIGN

Systematic review and individual patient data meta-
analysis.
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Cochrane Central Register of Controlled Trials, Ovid
Medline, Ovid Embase, EBSCO CINAHL Plus, and Web
of Science.

ELIGIBILITY CRITERIA FOR STUDY SELECTION
Randomised controlled trials and observational
cohort studies in a community setting that allowed
comparison between delayed versus no antibiotic
prescribing, and delayed versus immediate antibiotic
prescribing.

MAIN OUTCOME MEASURES

The primary outcome was the average symptom
severity two to four days after the initial consultation
measured on a seven item scale (ranging from normal
to as bad as could be). Secondary outcomes were
duration of illness after the initial consultation,
complications resulting in admission to hospital or
death, reconsultation with the same or worsening
illness, and patient satisfaction rated on a Likert
scale.

Gemma Mas-Dalmau,** Laura Mufioz,® Kirsty Samuel,*® Michael Moore,* Paul Little*

RESULTS

Data were obtained from nine randomised controlled
trials and four observational studies, totalling
55682 patients. No difference was found in follow-
up symptom severity (seven point scale) for delayed
versus immediate antibiotics (adjusted mean
difference —0.003, 95% confidence interval -0.12 to
0.11) or delayed versus no antibiotics (0.02, -0.11
to 0.15). Symptom duration was slightly longer in
those given delayed versus immediate antibiotics
(11.4 v 10.9 days), but was similar for delayed versus
no antibiotics. Complications resulting in hospital
admission or death were lower with delayed versus
no antibiotics (odds ratio 0.62, 95% confidence
interval 0.30 to 1.27) and delayed versus immediate
antibiotics (0.78, 0.53 to 1.13). A significant
reduction in reconsultation rates (odds ratio 0.72,
95% confidence interval 0.60 to 0.87) and an increase
in patient satisfaction (adjusted mean difference
0.09, 0.06 to 0.11) were observed in delayed versus
no antibiotics. The effect of delayed versus immediate
antibiotics and delayed versus no antibiotics was
not modified by previous duration of illness, fever,
comorbidity, or severity of symptoms. Children
younger than 5 years had a slightly higher follow-up
symptom severity with delayed antibiotics than with
immediate antibiotics (adjusted mean difference
0.10, 95% confidence interval 0.03 to 0.18), but no
increased severity was found in the older age group.
CONCLUSIONS

Delayed antibiotic prescribing is a safe and effective
strategy for most patients, including those in higher
risk subgroups. Delayed prescribing was associated

and age of
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ABSTRACT

OBJECTIVE

To assess the overall effect of delayed antibiotic
prescribing on average symptom severity for patients
with respiratory tract infections in the community, and
to identify any factors modifying this effect.

DESIGN

Systematic review and individual patient data meta-
analysis.

DATA SOURCES

Cochrane Central Register of Controlled Trials, Ovid
Medline, Ovid Embase, EBSCO CINAHL Plus, and Web
of Science.

ELIGIBILITY CRITERIA FOR STUDY SELECTION
Randomised controlled trials and observational
cohort studies in a community setting that allowed
comparison between delayed versus no antibiotic
prescribing, and delayed versus immediate antibiotic
prescribing.

MAIN OUTCOME MEASURES

The primary outcome was the average symptom
severity two to four days after the initial consultation
measured on a seven item scale (ranging from normal
to as bad as could be). Secondary outcomes were
duration of illness after the initial consultation,
complications resulting in admission to hospital or
death, reconsultation with the same or worsening
illness, and patient satisfaction rated on a Likert
scale.
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RESULTS

Data were obtained from nine randomised controlled
trials and four observational studies, totalling
55682 patients. No difference was found in follow-
up symptom severity (seven point scale) for delayed
versus immediate antibiotics (adjusted mean
difference —0.003, 95% confidence interval -0.12 to
0.11) or delayed versus no antibiotics (0.02, -0.11
to 0.15). Symptom duration was slightly longer in
those given delayed versus immediate antibiotics
(11.4 v 10.9 days), but was similar for delayed versus
no antibiotics. Complications resulting in hospital
admission or death were lower with delayed versus
no antibiotics (odds ratio 0.62, 95% confidence
interval 0.30 to 1.27) and delayed versus immediate
antibiotics (0.78, 0.53 to 1.13). A significant
reduction in reconsultation rates (odds ratio 0.72,
95% confidence interval 0.60 to 0.87) and an increase
in patient satisfaction (adjusted mean difference
0.09, 0.06 to 0.11) were observed in delayed versus
no antibiotics. The effect of delayed versus immediate
antibiotics and delayed versus no antibiotics was
not modified by previous duration of illness, fever,
comorbidity, or severity of symptoms. Children
younger than 5 years had a slightly higher follow-up
symptom severity with delayed antibiotics than with
immediate antibiotics (adjusted mean difference
0.10, 95% confidence interval 0.03 to 0.18), but no
increased severity was found in the older age group.
CONCLUSIONS

Delayed antibiotic prescribing is a safe and effective
strategy for most patients, including those in higher
risk subgroups. Delayed prescribing was associated
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ABSTRACT

BACKGROUND

A hallmark of Alzheimer’s disease is the accumulation of amyloid-8 (AB) peptide.
Donanemab, an antibody that targets a modified form of deposited AB, is being
investigated for the treatment of early Alzheimer’s disease.

METHODS
We conducted a phase 2 trial of donanemab in patients with early symptomatic
Alzheimer’s disease who had tau and amyloid deposition on positron-emission
tomography (PET). Patients were randomly assigned in a 1:1 ratio to receive don-
anemab (700 mg for the first three doses and 1400 mg thereafter) or placebo in-
travenously every 4 weeks for up to 72 weeks. The primary outcome was the
change from baseline in the score on the Integrated Alzheimer’s Disease Rating
Scale (IADRS; range, 0 to 144, with lower scores indicating greater cognitive and
functional impairment) at 76 weeks. Secondary outcomes included the change in
scores on the Clinical Dementia Rating Scale-Sum of Boxes (CDR-SB), the 13-item
cognitive subscale of the Alzheimer’s Disease Assessment Scale (ADAS-Cog,.), the
Alzheimer’s Disease Cooperative Study-Instrumental Activities of Daily Living
Inventory (ADCS-iADL), and the Mini-Mental State Examination (MMSE), as well
as the change in the amyloid and tau burden on PET.

RESULTS

A total of 257 patients were enrolled; 131 were assigned to receive donanemab and
126 to receive placebo. The baseline iADRS score was 106 in both groups. The
change from baseline in the iADRS score at 76 weeks was —6.86 with donanemab
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Donanemab, an antibody that targets a modified form of deposited AB, is being
investigated for the treatment of early Alzheimer’s disease.

METHODS
We conducted a phase 2 trial of donanemab in patients with early symptomatic
Alzheimer’s disease who had tau and amyloid deposition on positron-emission
tomography (PET). Patients were randomly assigned in a 1:1 ratio to receive don-
anemab (700 mg for the first three doses and 1400 mg thereafter) or placebo in-
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ABSTRACT

BACKGROUND

The role of factor XI in the pathogenesis of postoperative venous thromboembo-
lism is uncertain. Abelacimab is a monoclonal antibody that binds to factor XI and
locks it in the zymogen (inactive precursor) conformation.

METHODS

In this open-label, parallel-group trial, we randomly assigned 412 patients who
were undergoing total knee arthroplasty to receive one of three regimens of abel-
acimab (30 mg, 75 mg, or 150 mg) administered postoperatively in a single intra-
venous dose or to receive 40 mg of enoxaparin administered subcutaneously once
daily. The primary efficacy outcome was venous thromboembolism, detected by
mandatory venography of the leg involved in the operation or objective confirma-
tion of symptomatic events. The principal safety outcome was a composite of major
or clinically relevant nonmajor bleeding up to 30 days after surgery.

RESULTS
Venous thromboembolism occurred in 13 of 102 patients (13%) in the 30-mg abe-
lacimab group, 5 of 99 patients (5%) in the 75-mg abelacimab group, and 4 of 98
patients (4%) in the 150-mg abelacimab group, as compared with 22 of 101 patients
(22%) in the enoxaparin group. The 30-mg abelacimab regimen was noninferior
to enoxaparin, and the 75-mg and 150-mg abelacimab regimens were superior to
enoxaparin (P<0.001). Bleeding occurred in 2%, 2%, and none of the patients in
the 30-mg, 75-mg, and 150-mg abelacimab groups, respectively, and in none of the
patients in the enoxaparin group.
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ABSTRACT

OBJECTIVE

To determine the most effective interventions in
recently detoxified, alcohol dependent patients for
implementation in primary care.

DESIGN

Systematic review and network meta-analysis.
DATA SOURCES

Medline, Embase, PsycINFO, Cochrane CENTRAL,
ClinicalTrials.gov, and the World Health Organization’s
International Clinical Trials Registry Platform.
STUDY SELECTION

Randomised controlled trials comparing two or more
interventions that could be used in primary care. The
population was patients with alcohol dependency
diagnosed by standardised clinical tools and who
became detoxified within four weeks.

DATA EXTRACTION

Outcomes of interest were continuous abstinence
from alcohol (effectiveness) and all cause dropouts
(as a proxy for acceptability) at least 12 weeks after
start of intervention.

RESULTS

64 trials (43 interventions) were included. The
median probability of abstinence across placebo
arms was 25%. Compared with placebo, the only
intervention associated with increased probability
of abstinence and moderate certainty evidence was
acamprosate (odds ratio 1.86, 95% confidence
interval 1.49 to 2.33, corresponding to an absolute
probability of 38%). Of the 62 included trials that

WHUHATIC AIDEADY KNOWN NN TUIC TODICC

1,3,4

1,47

reported all cause dropouts, interventions associated
with a reduced number of dropouts compared with
placebo (probability 50%) and moderate certainty

of evidence were acamprosate (0.73, 0.62 to 0.86;
42%), naltrexone (0.70, 0.50 to 0.98; 41%), and
acamprosate-naltrexone (0.30, 0.13 t0 0.67; 17%).
Acamprosate was the only intervention associated
with moderate confidence in the evidence of
effectiveness and acceptability up to 12 months. It

is uncertain whether other interventions can help
maintain abstinence and reduce dropouts because of
low confidence in the evidence.

CONCLUSIONS

Evidence is lacking for benefit from interventions that
could be implemented in primary care settings for
alcohol abstinence, other than for acamprosate. More
evidence from high quality randomised controlled
trials is needed, as are strategies using combined
interventions (combinations of drug interventions

or drug and psychosocial interventions) to improve
treatment of alcohol dependency in primary care.
SYSTEMATIC REVIEW REGISTRATION

PROSPERO CRD42016049779.

Introduction

In the United Kingdom, the morbidity and mortality
burden from alcohol consumption remains high, with
7% of hospital admissions related to alcohol.! Liver
disease is the third most common cause of premature
death in the UK and the only major cause of death that
is on the increase, with about two thirds of such deaths
related to alcohol.? Alcohol related harm is estimated
to cost the UK National Health Service £3.5bn ($4.5bn;

€3.9bn) annually, with the total annual cost to the UK
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Fig 3 | Network plots for all cause dropouts in relation to treatment for alcohol dependency. Size of circles is
proportional to number of randomised patients and width of lines is proportional to number of studies in each
direct comparison. A-CHESS=Addiction-Comprehensive Health Enhancement Support System; ACP=acamprosate;
CBT=cognitive behavioural therapy; CIT=citalopram; CST=coping skill training; GHB=sodium salt of gamma
hydroxybutyric acid (sodium oxybate); MET=motivational enhancement therapy; NTX=naltrexone; TAU=treatment as
usual
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RESULTS

64 trials (43 interventions) were included. The
median probability of abstinence across placebo
arms was 25%. Compared with placebo, the only
intervention associated with increased probability
of abstinence and moderate certainty evidence was
acamprosate (odds ratio 1.86, 95% confidence
interval 1.49 to 2.33, corresponding to an absolute
probability of 38%). Of the 62 included trials that
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treatment of alcohol dependency in primary care.
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Introduction

In the United Kingdom, the morbidity and mortality
burden from alcohol consumption remains high, with
7% of hospital admissions related to alcohol.! Liver
disease is the third most common cause of premature
death in the UK and the only major cause of death that
is on the increase, with about two thirds of such deaths
related to alcohol.? Alcohol related harm is estimated
to cost the UK National Health Service £3.5bn ($4.5bn;
€3.9bn) annually, with the total annual cost to the UK
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Fig 4 | Clustered ranking plot by mean rank values from results of network meta-analyses of abstinence and all
cause dropouts. Interventions are coloured according to the confidence of evidence by outline (abstinence) and fill
(all cause dropout). The interventions in the white zone were ranked better than placebo based on both outcomes.
A-CHESS=Addiction-Comprehensive Health Enhancement Support System; ACP=acamprosate; CBT=cognitive
behavioural therapy; CIT=citalopram; EST=escitalopram; CST=coping skill training; GHB=sodium salt of gamma
hydroxybutyric acid (sodium oxybate); MET=motivational enhancement therapy; NTX=naltrexone; TAU=treatment as
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ABSTRACT

BACKGROUND
Salt substitutes with reduced sodium levels and increased potassium levels have
been shown to lower blood pressure, but their effects on cardiovascular and safety
outcomes are uncertain.

METHODS
We conducted an open-label, cluster-randomized trial involving persons from 600
villages in rural China. The participants had a history of stroke or were 60 years
of age or older and had high blood pressure. The villages were randomly assigned
in a 1:1 ratio to the intervention group, in which the participants used a salt sub-
stitute (75% sodium chloride and 25% potassium chloride by mass), or to the
control group, in which the participants continued to use regular salt (100% so-
dium chloride). The primary outcome was stroke, the secondary outcomes were
major adverse cardiovascular events and death from any cause, and the safety out-
come was clinical hyperkalemia.

RESULTS

A total of 20,995 persons were enrolled in the trial. The mean age of the partici-
pants was 65.4 years, and 49.5% were female, 72.6% had a history of stroke, and
88.4% a history of hypertension. The mean duration of follow-up was 4.74 years.
The rate of stroke was lower with the salt substitute than with regular salt (29.14
events vs. 33.65 events per 1000 person-years; rate ratio, 0.86; 95% confidence inter-
val [CI], 0.77 to 0.96; P=0.006), as were the rates of major cardiovascular events
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Pirfenidone in heart failure with preserved
ejection fraction: a randomized phase 2 trial

Gavin A. Lewis ®'2, Susanna Dodd?, Dannii Clayton®4, Emma Bedson*, Helen Eccleson*,

Erik B. Schelbert ©5%7, Josephine H. Naish’, Beatriz Duran Jimenez?, Simon G. Williams?,

Colin Cunnington?, Fozia Zahir Ahmed"?, Anne Cooper?, Rajavarma Viswesvaraiah®, Stuart Russell,
Theresa McDonagh", Paula R. Williamson?® and Christopher A. Miller ®"21254

In heart failure with preserved ejection fraction (HFpEF), the occurrence of myocardial fibrosis is associated with adverse out-
come. Whether pirfenidone, an oral antifibrotic agent without hemodynamic effect, is efficacious and safe for the treatment of
HFpEF is unknown. In this double-blind, phase 2 trial (NCT02932566), we enrolled patients with heart fallure, an ejectlon frac-
tion of 45% or higher and elevated levels of natriuretic peptides. Eligible pati underwent cardi
and those with evidence of myocardial fibrosis, defined as a myocardial extracellular volume of 27% or greater, were randomly
assigned to receive pirfenidone or placebo for 52 weeks. Forty-seven patients were randomized to each of the pirfenidone and
placebo groups The prlmary outcome was change m myocardlal Ilul: | , from L line to 52 weeks. In comparison
y group difference, —1.21%; 95% confidence interval,
—2 .12 to —0 31, P=0.009), ting the p d primary Twelve pati (26%) in the pirfenidone group and 14
patients (30%) in the placebo group experienced one or more serious adverse events. The most common adverse events in the
pirfenidone group were nausea, i ia and rash. In lusion, among with HFpEF and myocardial fibrosis, adminis-
tration of pirfenidone for 52 weeks reduced myocardial fibrosis. The f: effects of pirfenidone in patients with HFpEF will
need to be confirmed in future trials.

(t

common and is associated with high morbidity and mor-

tality'. HFpEF involves a diverse range of pathophysiologi-
cal mechanisms, and this heterogeneity may have contributed to
the neutral findings of some phase 3 trials that have considered
HFpEF as a single entity and taken a one-size-fits-all approach to
its treatment’. By contrast, trials that have targeted specific bio-
logical mechanisms, such as the Tafamidis Treatment for Patients
with Transthyretin Amyloid Cardiomyopathy (ATTR-ACT)
trial, and the Rivaroxaban with or without Aspirin in Patients
with Heart Failure and Chronic Coronary or Peripheral Artery
Disease (COMPASS) trial, have shown benefit*, Predictive enrich-
ment trial design means selecting patients who are more likely to
respond to a given therapy on the basis of a biological mechanism
or specific disease pathway”’.

| | eart failure with preserved ejection fraction (HFpEF) is

novel approach to heart failure that involves specifically targeting
the extracellular matrix, we identified patients with HFpEF and
myocardial fibrosis, and tested whether pirfenidone would result in
regression of myocardial fibrosis.

Results

Patients. From 7 March 2017 to 19 December 2018, 601 patients
were screened at six sites in the United Kingdom. Of these, 136
had a baseline assessment. Twenty-nine patients were excluded for
reasons of ineligibility, and 13 further patients were found to have
extracellular volume (ECV) <27% (median ECV 24.7%, interquar-
tile range (IQR) 24.5-24.9), that is, below the threshold for entry.
Ninety-four patients were randomly assigned to receive pirfenidone
or placebo (Fig. 1). At the end of the trial, 12 patients had withdrawn
from the study and two had died. No patient was lost to follow-up.
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to placebo, pirfenidone reduced myocardialié ARTICLE INFO ABSTRACT

—2.12 to —0.31; P=0.009), meeting the pred

patients (30%) in the placebo group expel Keywords Background: The optimal length of stay (LOS) in patients hospitalized for acute heart failure (AHF) remains
pirfenidone group were nausea, insomniaand CA125 controversial. Plasma antigen carbohydrate 125 (CA125) has emerged as a reliable proxy of congestion. We
tration of pirfenidone for 52 weeks reducedim length of stay aimed to evaluate whether there is a differential impact of LOS on the risk of 6-month AHF readmission across

acute heart failure CA125 levels.

Methods: This is a retrospective study that included 1,387 patients discharged for AHF in two third-level centers.
CA125 was measured 48424 h after admission. The association between CA125 and LOS with the risk of sub-
sequent AHF readmission at 6 months was analyzed by Cox regression analysis accounting for death as a
competing event.

Results: The median (IQR) age of the sample was 78 (69-83) years, 625 (41.1%) patients were women, and 832
(60%) exhibited preserved left ventricular ejection fraction. The median LOS and CA125 were 6 (4-9) days and
36 (17-83) U/mL, respectively. A total of 707 (51%) patients displayed high CA125 levels (>35 U/mL). At 6
months, 87 deaths (6,3%) and 304 AHF readmissions (21,9%) were registered, respectively. A multivariate
analysis revealed a differential effect of LOS on 6-month AHF readmission across CA125 levels (p-value for
interaction=0.010). In those with CA125<35 U/mL, LOS>7 days did not modify the risk (HR:1.31; 95% CI: 0.92-
1.87, p=0.131). Conversely, in those with CA125>35 U/mL, LOS>7 days was associated with a lower risk of AHF
readmission (HR:0.70; 95% CI: 0.51-0.98, p=0.036).

Conclusions: In patients with AHF, high CA125 levels may identify those patients that benefit from a more
prolonged hospitalization in terms of reducing the risk of mid-term AHF readmissions.
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The aim of this study was to assess the association of smoking cessation and reduction with risk of cardiovascular
disease (CVD).
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Methods and results

competing event.
Results: The median (IQR)agSH Atotal of 897 975 current smokers aged =40 years who had undergone two consecutive national health examinations
(60%) exhibited preservedis

(in 2009 and 2011) were included. Participants were classified as quitters (20.6%), reducers I (=50% reduction, 7.3%),
reducers 11 (20—50% reduction, 11.6%), sustainers (45.7%), and increasers (=20% increase, 14.5%). During 5 575 556
person-years (PY) of follow-up, 17 748 stroke (3.2/1000 PY) and 11 271 myocardial infarction (MI) (2.0/1000 PY)
events were identified. Quitters had significantly decreased risk of stroke [adjusted hazard ratio (aHR) 0.77 95%
confidence interval (CI) 0.74—0.81; absolute risk reduction (ARR) -0.37, 95% CI -0.43 to -0.31] and MI (aHR 0.74,
95% CI 0.70-0.78; ARR -0.27, 95% CI -0.31 to -0.22) compared to sustainers after adjustment for demographic
factors, comorbidities, and smoking status. The risk of stroke and MI incidence in reducers I (aHR 1.02, 95% CI
0.97-1.08 and aHR 0.99, 95% CI 0.92-1.06, respectively) and reducers II (aHR 1.00, 95% CI 0.95-1.05 and aHR 0.97,
95% CI 0.92-1.04, respectively) was not significantly different from the risk in sustainers. Further analysis with a
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ABSTRACT

BACKGROUND

The appropriate target for systolic blood pressure to reduce cardiovascular risk in
older patients with hypertension remains unclear.

METHODS

In this multicenter, randomized, controlled trial, we assigned Chinese patients 60 to
80 years of age with hypertension to a systolic blood-pressure target of 110 to less
than 130 mm Hg (intensive treatment) or a target of 130 to less than 150 mm Hg
(standard treatment). The primary outcome was a composite of stroke, acute coro-
nary syndrome (acute myocardial infarction and hospitalization for unstable an-
gina), acute decompensated heart failure, coronary revascularization, atrial fibril-
lation, or death from cardiovascular causes.

RESULTS

15.7%), @ Drs. W. Zhang, S. Zhang, Deng, Wu, Ren,  Of the 9624 patients screened for eligibility, 8511 were enrolled in the trial; 4243
000 PY) 3 zt":;qt?ngt} ‘ngft‘egd ::u;\ﬁo\t/r::gar?l:iY were randomly assigned to the intensive-treatment group and 4268 to the stan-
reasediil o ) dard-treatmenF group. Atl year of follow-up, the mean systolic blopd pressure was
This article was published on August 30, 1275 mm Hg in the intensive-treatment group and 135.3 mm Hg in the standard-

ction (AR 2021, at NEJM.org.
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treatment group. During a median follow-up period of 3.34 years, primary-out-
come events occurred in 147 patients (3.5%) in the intensive-treatment group, as
compared with 196 patients (4.6%) in the standard-treatment group (hazard ratio,
0.74; 95% confidence interval [CI], 0.60 to 0.92; P=0.007). The results for most of
the individual components of the primary outcome also favored intensive treatment:
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