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Discontinuing B-lactam treatment after 3 days for patients with
community-acquired pneumonia in non-critical care wards (PTC):
a double-blind, randomised, placebo-controlled, non-inferiority trial.

The Lancet. 2021;397:1195
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[Vital signs]
GCS E4V5M6

BT38.7°C, BP134/62mmHg, HR98bpm
RR22[0]/min, SpO2 94%(RA)

e 2B, DMBIEEEI
FR®WES  coarse cracklesHEER
oEFAER. BEEP. MURRICHEEINRNEARERL




REaPTR
(fi&A&ZE]  WBC 17000/uL
AST 141U/L

ALT 26IU/L
CRP 4.57mg/dL

(127X D S L8] D5 ABIENEKEZ
[FxPRR] #lEK. A=br/gU

[(EBXp] A_LMEY(CREEZR0D
LR L. CPA sharp

DD

ai




AR RiEiE

DayO hpRhae & U C—REIRIER(C AR
CTRX 2g q24hr C:&ERE

Day3 BEEL, IZIRGH K
BT36.4°C,BP142/68mmHg,HR80bpm,RR18/min
[MRIRE] RIERIGIEpeak out
AST74IU/L,ALT62IU/L
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Clinical Question
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Diagnosis and Treatment of Adults with Community-acquired

Pneumonia
An Official Clinical Practice Guideline of the American Thoracic Society and

Infectious Diseases Society of America

38 Joshua P. Metlay”, Grant W. Waterer*, Ann C. Long, Antonio Anzueto, Jan Brozek, Kristina Crothers, Laura A. Cooley,
Nathan C. Dean, Michael J. Fine, Scott A. Flanders, Marie R. Griffin, Mark L. Metersky, Daniel M. Musher,
Marcos |I. Restrepo, and Cynthia G. Whitney; on behalf of the American Thoracic Society and Infectious Diseases
Society of America
THIS OFFICIAL CLINICAL PRACTICE GUIDELINE WAS APPROVED BY THE AMERICAN THORACIKC SocieTy May 2019 anD THE INFECTIOUS Diseases SocieTy OF AMERICA
Aucust 2019
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Guidelines for the management of adult lower respiratory tract
infections - Full version

M. Woodhead', F. Blasil, S. Ewigz, J- Garau", G. Huchon®, M. Ieven‘, A. Ortqvist7, e Schabergs, A. Torres’, G. van der
Heijden'®, R. Read'' and T. J. M. Verheij'? Joint Taskforce of the European Respiratory Society and European Society for
Clinical Microbiology and Infectious Diseases

1) Department of Respiratory Medicine, Manchester Royal Infirmary, Manchester, UK, 2) Dipartimento Toraco-Polmonare e Cardiocircolatorio, Universita
degli Studi di Milano, IRCCS Ospedale Maggiore di Milano, Milano, Italy, 3) Chefarzt der Kliniken flir Pneumologie und Infektiologie, Ev. Krankenhaus
Heme und Augusta-Kranken-Anstalt, Bergstrasse, Bochum, Germany, 4) Department of Medicine, Hospital Universitari Mutua de Terrassa, University of
Barcelona, Barcelona, Spain, 5) Pneumologie et Reanimation, Hotel-Dieu de Paris, | Place Parvis Notre-Dame, Paris, France, 6) Microbiology Laboratory,
University Hospital Antwerp, Edegem, Belgium, 7) Department of Communicable Diseases Control and Prevention, Stockholm County, Stockholm, Sweden,
8) Zentrum fur Pneumologie, Diakoniekrankenhaus Rotenburg, Elise-Averdiek-Str. Rotenburg, Gemmany, 9) Pulmonary Department, Institut Clinic del Torax,
Hospital Clinic de Barcelona, IDIBAPS, CIBERES (Ciber de Enfermedades Respiratorias), Facultad de Medicina. Universitat de Barcelona, Barcelona, Spain,
10) Clinical Epidemiology, Julius Center for Health Sciences and Primary Care, University Medical Center Utrecht, Julius Center, Utrecht, The Netherlands,
I'1) Infectious Diseases, Department of Infection and Immunity, Sheffield School of Medicine and Biomedical Science, University of Sheffield, Royal
Hallamshire Hospital, Sheffield, UK and 12) General Practice, Julius Center for Health Sciences and Primary Care, University Medical Center Utrecht,
Utrecht, The Netherlands
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NICE

(National Institute for Health and Care Excellence)
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NICE guideline, published 16, Sep 2019

Pneumonia (community-
acquired): antimicrobial
prescribing

NICE guideline

Published: 16 September 2019
www.nice.org.uk/guidance/ng138
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Articles

Discontinuing B-lactam treatment after 3 days for patients "\ ®
with community-acquired pneumonia in non-critical care o
wards (PTC): a double-blind, randomised, placebo-

controlled, non-inferiority trial

Aurélien Dinh, Jacques Ropers, Clara Duran, Benjamin Davido, Lauréne Deconinck, Morgan Matt, Olivia Senard, Aurore Lagrange, Sabrina Makhlouf,
Guillaume Mellon, Victoire de Lastours, Frédérique Bouchand, Emmanuel Mathieu, Jean-Emmanuel Kahn, Elisabeth Rouveix, Julie Grenet,

Jennifer Dumoulin, Thierry Chinet, Marion Pépin, Véronique Delcey, Sylvain Diamantis, Daniel Benhamou, Virginie Vitrat, Marie-Christine Dombret,
Bertrand Renaud, Christian Perronne, Yann-Erick Claessens, José Labarére, Jean-Pierre Bedos, Philippe Aegerter, Anne-Claude Crémieux, for the

Pneumonia Short Treatment (PTC) Studv Group

Setting
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Inclusion criteria
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- AMPC/CVAIC K BAFFEZERESH D

- BSOH LFRDT LI —/BEUE
- ABeal 7 BfE T 2405 _EDINEFEERF
- REABA 2L (eGFR<30mL/min)
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- P RAE<1PE
- SENR B AT (EEBERRES TR
- IR— LR




RIAST DR DEZIT AE (FE&D)

DR EB1D,. MRICKDI2MIFEIAN DD
(MR REE or IXIER or IE%9% or crackles)

» APBx48E5EIRIC38°CLL EMFEEN B S

» A5 5Day3 X CICHIERXpETZ(FCT T
iIRALE Ok

(IBERERFZEICEAE)




- 3
Af

ED#E o
4

55 3

(BRARB(CZZ

ref, FAMPC/CVAZE /=1

TELTLD)

7 J 7 OXMRD B

$

=>4 I\ME

tz/k SHR”

4

CVA

1H3

AMPC 500mg2T

_|_
125mg

ANAk  SHFE

Intervention(NTA&) Comparison(Xii2E¥)



Outcome

Primary Outcome
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Primary Outcome
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- 7% (BT<37.8C)
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Randomisation and masking
After 72 h of B-lactam treatment, patients who
met all eligibility criteria were randomly

assigned (1:1), using a web-based system

(CleanWeb, Telemedicine Technologies,
Boulogne-Billancourt, France) with permuted
blocks of random block size with no size limits
and stratified by randomisation site and
Pneumonia Severity Index (PSI) score (<70 or
>70), to receive either oral amoxicillin plus
clavulanate treatment (B-lactam group) or
matched placebo. The randomisation
sequence was generated by an independent
statistician. Sets of prepared study medication
packages containing 30 pills of amoxicillin plus
clavulanate or placebo tablets were kept in the
pharmacy of each centre. The placebo tablets
were indistinguishable from the amoxicillin
plus clavulanate tablets in the study in terms of
blister packaging, colour, taste, and design.
Each package was given a randomisation
number to ensure masking of the patients,
treating physicians, investigators, pharmacists,
and study coordinators.

5245 LhEHS
Web-based systemZz{&
SEfbs=nTn G
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Placebo group (n=152)

B-lactam group (n=151)

Age, years

Sex
Female
Male
Temperature, °C
Oxygen therapy
Comorbidities*
Liver disease
Heart failure
Cerebrovascular disease
Renal disease
Coronary insufficiency
Diabetes

Chronic obstructive pulmonary disease

At least two comorbidities
Active smoking

PSl score

Risk class 2 (<70)
Risk class 3 (71-90)
Risk class 4 (91-130)
Risk class 5 (2131)

Community-acquired pneumonia score at

day 0
Laboratory values at admission
Haemoglobin, g/dL
Leucocyte, G/L
Absolute neutrophil count, G/L
Urea, mmol/L
Glucose, mmol/L
Creatinine, pmol/L
C-reactive protein, mg/Lt
Procalcitonin, pmol/L#
Radiological examination results
Multilobar

Pleural effusion

725 (54-0-853)

66 (43%)
86 (57%)
38-8 (38:3-39-3)
60 (39%)
34 (22%)
5(3%)
30 (20%)
13 (9%)
13 (9%)
24 (16%)
24 (16%)
31 (20%)
34 (22%)
30 (20%)
80-5 (57-0-103)
56 (37%)
39 (26%)
45 (30%)
12 (8%)
44-4 (28-4-55-0)

12-8 (11.9-13.9)

11.5 (8:05-16.0)
9-81 (6-57-14-4)
6-70 (4-80-8-80)
6-20 (5-40-7-00)

78.0 (65:0-100)

134 (59-0-234)

0-55 (0-20-2-23)

30 (20%)
11 (7%)

740 (58-0-83-0)

57 (38%)
94 (62%)
38-7 (383-39:3)
59 (39%)

25 (17%)
83-0 (58-:0-104)
55 (36%)
34 (23%)
56 (37%)

6 (34%)
462 (26:0-60-4)

131 (11-9-14-3)

11.7 (8.70-15-2)
9.68 (6-87-12-9)
5.90 (4:70-8.00)
6-20 (5-33-7-50)

79-0 (63-0-96-0)

104 (46-8-200)

0-20 (0-10-0-60)

23 (15%)
16 (11%)
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Placebo group

fi-lactam group

nof cure/total n (%)

nof cure/total n (%)

Risk difference (95% C1)

Al pat]
ntion-to-treat analysis

1070152 770%)

102151 (675%)

Per-protocol analysis

Age <65 years
Intention-to-treat analysls
Per-protocol analysis

Age 205 years
Intention-to-treat analysis
Per-protocol analysis

Age 275 years
Intention-to-treat analysis
Per-protocol analysls
PSlscore <70
Intention-to-treat analysis
Per-protocol analysis
PSlscore 270
Intention-to-treat analysis
Per-protocol analysis
PSlscore <91
Intention-to-treat analysis
Per-protocol analysis
PSlscore 291
Intention-to-treat analysis

Per-protocol analysis

L3715 (/79%)

48158 (8284)
4653 (86.8%)

69/94(734%)
67/92(72:8%)

570 (72:9%)
49/69 (71.0%)

46154 (85.2%)
45/50(900%)

71198 (724%)
68/95 (716%)

/6195 B00%)
74/88 (841%)

457 (71:9%)
39/57 (68.41%)

007346 (68:5%)

39049 79/6%)
39/48 (81.2%)

63/102 (61:8%)
61/98 (622%)

45/74(60.8%)
$170(61:4%)

42/54(778%)
42153 (719:2%)

60/97 (619%)
58193 (624%)

65/8 (/30%)
65187 (147%)

37062 (59.7%)
35/59(59:3%)

Favours additional Sdays ~ Favours 3 days

S

——

| |

20 10 0

«

|

of f-lactam treatment - of factam treatment

|

10 20 30 40

317% (-10.7410 2096)
202%(-1130t02007)

1064% (4050 24:22)
1058% (48410 2393)

1205%(-513t02727)
9.59%(-790t02493)

T41% (-762t02275)
1075% (-319t0 2499)

1059% (374t 2342)
9:21% (-5/611022:25)

09/% (-4/3t0 208))
938% (-129t02339)

12254 (-6:49t02994)
4:10% (-1103t0 26.07)

Figure 2: Primary outcome of cure at day 15, in the intention-to-treat and per-protocol population, and post-hoc subgroup analyses
Data are /N (%) and isk difference with 95% C!in parentheses. Verticaldotted line indicates non-inferiority margin. PSI<Pneumonia Severity Index.

All patients OD#R

ITT analysis
Placebo
B-lactam

117/152
102/151
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eligibility criteria

1 lost follow-up

152inTT papulation 151inITT papulation
7 excluded from day 15 S excluded from day 15
per- protocol analysis per-protocol analysis
5 did not receive the allocated 3withirew consent after
study treatment (recerved recenving more than one dose
~»  [-lactam treatment) —b  of studytreatment
1 enrolledwithout meeting 1did not receive the allocated

study treatment (received the
placebo)

1 Ipst foIIow-uP

PRSEH AN
B
£ZaEEf 99.3%

Y Y
145 included in the day 15 146 included in the day 15
per-protocol analysis per-protocol analysis
4 excluded from day 30 S excluded fromday 30
—¥  per-protocol analysis because —¥  per-protocol analysis because
lost to follow-up lost to follow-up
Y | 4
141 included in the day 30 141 included in the day 30
per-protocol analysis per-protocol analysis

Fiaure 1: Studv flow chart
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Primary outcome 15

[ TLRLY] EHIT I DERFE

Placebo group

B-lactam group

n of cure/total n (%)

n of cure/total n (%)

Risk difference (95% Cl)

All patients
Intention-to-treat analysis
Per-protocol analysis

Age <65 years
Intention-to-treat analysis
Per-protocol analysis

Age =65 years
Intention-to-treat analysis
Per-protocol analysis

Age =75 years
Intention-to-treat analysis
Per-protocol analysis
PSlscore <70
Intention-to-treat analysis
Per-protocol analysis
PSlscore =270
Intention-to-treat analysis
Per-protocol analysis
PSlscore <91
Intention-to-treat analysis
Per-protocol analysis
PSlscore 291
Intention-to-treat analysis

Per-protocol analysis

117/152 (77:0%)
113/145 (77-9%)

48/58 (82.8%)
46/53 (86-8%)

69/94 (73-4%)
67/92 (72-8%)

51/70 (72-9%)
49/69 (71:0%)

46/54 (852%)
45/50 (90-0%)

71/98 (72-4%)
68/95 (71-6%)

/6195 (80-0%)
74/88 (84:1%)

41/57 (71:9%)
39/57 (68-4%)

102/151 (67-5%)
100/146 (68-5%)

39/49 (79:6%)
39/48 (81:2%)

63/102 (61-8%)
61/98 (62:2%)

45/74 (60-8%)
43170 (61-4%)

42/54 (77-8%)
42/53 (79:2%)

60/97 (61:9%)
58/93 (62:4%)

65/8Y (/3-0%)
65/87 (74.7%)

37/62 (59-7%)
35/59 (59:3%)

L

[ T
=20 <10 C

+—
Favours additional 5 days
of B-lactam treatment

T T T 1
) 10 20 30 40

g
Favours 3 days
of B-lactam treatment

9-42% (-0:38 t0 20.04)
9-44% (~0-15 t0 20-34)

317% (~10.74 t0 20-96)
2:12% (-11-30 to 20-07)

11:64% (-4-05 to 24-22)
10-58% (-4-84 t0 23.93)

12:05% (-5-13 t0 27:27)
9:59% (-7-90 t0 24-93)

7-41% (~7-62 to 22.75)
10-75% (-3-19 to 24-99)

10-59% (-3-74 to 23-42)
9-21% (-5:61t0 22.25)

6:9/% (-4-/3t0 20.8/)
9:38% (-1-29 to 23:39)

12:25% (-6-49 to 29-94)
9-10% (-11-03 to 26.07)

Figure 2: Primary outcome of cure at day 15, in the intention-to-treat and per-protocol population, and post-hoc subgroup analyses
Data are n/N (%) and risk difference with 95% Cl in parentheses. Vertical dotted line indicates non-inferiority margin. PSI=Pneumonia Severity Index.
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Secondary outcomes

Placebo group

B-lactam group

Cureat day 30
ITT analysis 109/152 (72%)

Per-protocol 105/141 (74%)
analysis

Mortalityatday30 ~ 3/152(2%)

Patientswithat least ~ 22/152 (14%)
one adverse event
related totreatment

Patients with at least 1152 (1%)
one serious adverse

event related to

treatment

Lengthof hospital ~ 5:00(4:00t0 9.00)

stay, days,

Recovery time, days ~15:00(9:00t 22.50)

109/151 (72%)
107/141(76%

047(113110998) 099
142 (-1208t0920)

060(-350t0440)  >099

WL 47070810231

000 (000t0099)

600(400t0900) -100(-1:00to1:00

1550(7-00t020:00)  -0-50 (~4-00t05:50)
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BESXK

Placebo group B-lactam group

1) (i) SHGEAT>3H ISRt
Patients 22(1) 29(1)
Digestive disorders 17 28 “1/ y
Jericea 13 u ), % 'f tﬁﬁ ZINH J'f/IE ]
Mycosis 1 1 X
Skin rash 0 3(1) j:) Eaﬁ y
Headache 2 0
Hypoxia 0 1 . .ZA =
Clostridioides difficile infection 1 0 8 0 aﬁgi-i ( j:
Hepatitis 2(1) 1 1&92/5 :|5 3 % @ D
Epistaxis 1 0 . - n
Total 24(1) 34(1) ( 3 /S%ﬁﬁéﬁf (j:/“ . L/ )

Data are number of events and data in parentheses are the number of serious
adverse events. One patient could present with several adverse events.

Table 3: Adverse events and serious adverse events associated with the
study treatment
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55 MRTT1>  EHREER REARGHER 3 SR E B A RAREGE
Nonrandomized
Masia, 2017 double-blind AZM 5days LVFX 7days TBERR T B 207/216(95.8) 35/37(94.6)
clinical trial
LVFX e
Zhao,2016  RCT LVFX 5days SRR T 195/208(93.8)  210/219(95.9)
7-14days
Paris,2008  RCT AZM 3days é(I;/IaPyCS/CVA SRR T 126/136(92.6) 122/131(93.1)
File,2007  RCT GMF 5days GMF 7days  &E&TH 236/247(95.5)  226/236(95.8)
Eoboussaouls ger AMPC 3days AMPC 8days Day10 50/54(92.6) >6/60(93.3)
Dodnazior per AZM LVFX 7days  Day14-21 156/174(89.7) 177/189(93.7)
Drehobl,2005 RCT AZM CAM 7days  Dayl4-21 187/202(92.6) 198/209(94.7)




EM or AMPC/CVA or RXM

Rahav,2004 RCT AZM 3days  or CXM or AMPC or DOXYDay10-14  61/62(98.4)  40/46(87)
or CCL 10days

gggina, RCT AZM CAM ]_0-]_4days Day10-13 18/31(58.1) 22/32(68.8)
Tellier,2004 RCT TEL 5days CAM 10days Day17-21  142/159(89.3) 134/146(91.8)
ggggar, RCT LVFX 5days LVFX 10days Day7-14  183/198(92.4) 175/192(91.1)
Sanchez, Nonrandomizedﬁl\:;ﬁ/é:d\gss AMPC/CVA +CAM 10daYSNA NR NR
2003 linical trial

clinical tria +CTRX 3days + CTRX 3days
Leophonte:  Rer CTRX 5days CTRX 10days Dayl0  77/94(81.9)  76/92(82.6)
ODoherty, per AZM 3days CAM 10days BEHETE  57/88(64.8)  61/88(69.3)
Gris, 1996  RCT AZM 3days  AMPC/CVA 10days BRIRTE - 2/2(100) 1/4(25)
ool Rt AZM 3days RXM 10days Day13-15  88/89(98.9)  50/53(94.3)




Bohte, 1995

Rizzato,1995

Kinasewitz,1991

Brion,1990

Schonwald, 1990

BSUF LARTMEZER

(FRIE

RCT

RCT

RCT

RCT

RCT

EREFORE L)

AZM 2-5days
or
PCG 5days

AZM 3days

AZM 2-5days

AZM 2-5days

AZM 2-5days

A COHEHMH)

EM 10days Day12-15 52/83(62.7)

CAM 8-12days NR 20/20(100)
CCL 10days Day10-13 15/32(46.9)
JM 10days Day30 37/46(80.4)

EM 10days NR 39/39(100)

SAOXA > 2 TORFTMNEZLN

14/21(66.7)

17/20(85)

16/39(41)

38/43(88.4)

32/32(100)
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A 7HR  RCT16MEIME(CIRFR. MR

1 8ELIAD 1BELLED

NEEAE NEEAE OR OR
MARFIETTII—=T AV FERE AN FERE ] M-H.Fixed,95%C| X% M-H, Fixed, 959%C |
Schonwald 1990 39 57 32 44 5.0% 0.81[0.34-1.93] 1990 —
Kinasewitz 1991 30 53 39 66 6.6% 090[0 43-1.88] 1991 ——
Schonwald 1994 88 90 50 60 0.6% 8.80[1.85-41.77] 1994 . -
Rizatto 1995 19 20 17 20 04% 3.35[0.32-35.36] 1995
Bohte 1995 15 20 16 22 1.7% 1.13[0.28-4.47] 1995 p———
0'Doherty 1998 83 101 84 102 6.6% 0.99[0.48-2.03] 1998 1
Siegal 1999 21 27 20 25 2.0% 0.88[0.23-3.33] 1999 —_—
Leophonte 2002 93 125 8 119 98% 1.16[0.66-2.05] 2002 ——
Dunbar 2003 183 256 175 272 21.3% 1.39[0.96-2.01] 2003 |--—
Sopena 2004 28 34 28 36 2.1% 1.33[0.41-4.34] 2004 —_—
Tellier 2004 61 62 40 46 0.3% 9.15[1.06-78.88] 2004 -
Leophonte 2004 311 378 147 181 155% 1.07[0.68-1.70] 2004 —p—
Rahav 2004 129 167 121 153 12.7% 0.90[0.53-1.53] 2004 —e—
Shorr 2005 65 80 79 97 59% 0.99[0.46-2.11] 2005 1
Kuzman 2005 73 89 67 82 5.5% 1.02[0.47-2.23] 2005 ——
Zhao 2015 102 112 98 111 3.9% 1.35[0.57-3.23] 2015 —f—
aat (95%CI) 1,671 1,436 100.0% 1.18[0.99-1.41] »
81X ML 1,340 1,098 )
FHEMFHEE : Chic=14.71, df=15 (p=0.47); 1°=0% ; t t {
LA EORE - 2=1.87 (p=0.06) 0.01 0.1 1 10 100

BB EONEREREN 1 BEUAOHERCRE

@ S BBICH T DX 77 FHF IR
LA MUADOIEZRGEE & LB ZEB X D :8BEF0D 28R [EER
SBNNEIEF



A RSA 2 HMeZRALC L TLDH

- NICE 5HM&=E

Am J Med. 2007;120(9):783-90.
(ATS/IDSAH A RSA>TEED EIFBSNEXITFUIR) BHSE

- UpToDate &={K5
FREMRA8-7205fE] . EESRINSIRA L. /\AHILETE

ATS/IDSASIA RSA > =SZE



RINEDHIAFTE T FH D
(3RS FRID., XEAD)

Research BM |

Effectiveness of discontinuing antibiotic treatment after three days
versus eight days in mild to moderate-severe community acquired
pneumonia: randomised, double blind study

Rachida el Moussaoui, Corianne A | M de Borgie, Peterhans van den Broek, Willem N Hustinx, Paul Bresser, Guido E
L van den Berk, Jan-Werner Poley, Bob van den Berg, Frans H Krouwels, Marc | M Bonten, Carla Weenink, Patrick M
M Bossuyt, Peter Speelman, Brent C Opmeer, Jan M Prins
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Primary Outcome: clinical cure rate
AMPC 93% vs Placebo 93%
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