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Graphics

Showing results for gram negative

E—
Approach to Gram stain and culture results in the microbiology laboratory
Overview of carbapenemase-producing gram-negative bacilli
Gram-negative bacillary meningitis: Treatment

Gram-negative bacillary meningitis: Epidemiology, clinical features, and
diagnosis

“Duration and route of therapy”

We do not routinely use C-reactive protein (CRP) to guide antibiotic duration; it is uncertain
whether this is a useful tool.In a randomized trial including more than 500 adults with
uncomplicated gram-negative bacteremia, patients were randomly assigned to receive
antibiotic treatment duration guided by CRP (with antibiotic discontinuation once CRP declined
by 75 percent), a fixed 7-day treatment duration, or a fixed 14-day treatment duration; 30-day
clinical failure rates were 2.4, 6.6, and 5.5 percent, respectively [112]. CRP-guided treatment and
7-day treatment were noninferior to 14-day treatment (difference in CRP versus 14-day
treatment -3.1 percent [1-sided 97.5% CI - to 1.1]; difference in 7-day versus 14-day group 1.1
percent [1-sided 97.5% CI - to 6.3])..However, the authors note that interpretation of these
findings is limited by the low event rate and large noninferiority margin, as well as low
adherence to the CRP strategy with broad range of treatment duration in this group.
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[ | Short-course versus long-course antibiotic treatment in patients with
1 uncomplicated gram-negative bacteremia: A systematic review and meta-
cite analysis.
LiX,LiuC, Mao Z, LiQ, Qi S, Zhou F.
Share  clin Pharm Ther. 2020 Sep 27. doi: 10.1111/jcpt.13277. Online ahead of print.
PMID: 32981149
WHAT IS KNOWN AND OBJECTIVE: Gram-negative bacteremia remains a major health problem
around the world. ...However, additional high-quality RCTs are needed to further assess whether a
shorter course of antibiotic treatment is of greater benefit for patients wi ...
[ ] A Systematic Review of Human Infections by Pseudomonas mendocina.
2 loannou P, Vougiouklakis G.
Cite Trop Med Infect Dis. 2020 May 3;5(2):71. doi: 10.3390/tropicalmed5020071.
PMID: 32375225 Free PMC article. Review.
Share

Pseudomonas mendocina is a Gram-negative, rod-shaped, aerobic bacterium that belongs in the
family Pseudomonadaceae and has been isolated from water and soil. ...
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PubMed (n=83)
EMBASE (n = 143)
Cochrane (n = 21)

247 potentially relevant articles identified by search
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» 124 Excluded (duplicate study)

123 potentially articles screened in
titles and abstracts
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o 112 Excluded after screening

titles and abstracts

v
11 articles remained for full review

5 Excluded
2 Data unavailable
1 Not uncomplicated bacteremia
2 Not differentiate Gram-negative or
Gram-positive bacteremia

6 studies included in the meta-analysis

FIGURE 1 Flow diagram for the identification of eligible studies
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(A) _Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl
2.2.1 RCT subgroup
Dach 2020
Yahav 2019

Subtotal (95% CI)

Total events

long-course short-course

4 163 6 166
13 298 15 306
461 472

17 21

Heterogeneity: Chiz = 0.14,df =1 (P = 0.71); P = 0%
Test for overall effect: Z = 0.59 (P = 0.56)

2.2.2 Non-RCT subgroup

Chotiprasitsakul 2018
Fabre 2019

Park 2014

Sousa 2019

Subtotal (95% Cl)

Total events

39 385 37 385
6 179 5 72
5 170 6 170

23 232 23 163

966 790

73 71

Heterogeneity; Chi? = 2.37, df = 3 (P = 0.50); I? = 0%
Test for overall effect: Z = 0.95 (P = 0.34)

Total (95% Cl)

Total events

1427 1262
20 92

Heterogeneity: Chi?=2.51,df =5 (P =0.77); I’ = 0%
Test for overall effect: Z = 1.11 (P = 0.26)

Test for subgroup differences: Chi* =
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x
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6.1%
15.1%
21.2%

37.8%
7.3%
6.1%

27.6%

78.8%

100.0%

0.01.df=1(P=0.92). = 0%

~EARAE SR U T,

Risk Ratio

Risk Ratio
M-H. Fixed, 95% CI

0.68 [0.20, 2.36]
0.89 [0.43, 1.84]
0.83 [0.44, 1.55]

1.05 [0.69, 1.62]
0.48 [0.15, 1.53]
0.83 [0.26, 2.68]
0.70 [0.41, 1.21]
0.86 [0.63, 1.17]

0.85 [0.65, 1.13]
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UploDate
PubMed

112

TI Effect of C-Reactive Protein-Guided Antibiotic Treatment Duration, 7-Day Treatment, or 14-Day Treatment on 30-Day Clinical Failure Rate in
Patients With Uncomplicated Gram-Negative Bacteremia: A Randomized Clinical Trial.

AU von Dach E, Albrich WC, Brunel AS, Prendki V, Cuvelier C, Flury D, Gayet-Ageron A,

Harbarth S, Kaiser L, Bochud PY, Huttner A
SO JAMA. 2020;323(21):2160.

TABLE 1 Characteristics of included studies

Definition of Main source of
Number (male)  Median age (IQR)  short-/long-course  Main pathogen (%)  bacteremia (%)
Definition of Short-course Short-course Short-course Short-course Short-course

Study Study type Population uncomplicated GNB Long-course Long-course Long-course Long-course Long-course

von Dach et al'® RCT Uncomplicated GNB Without complicated 1469 (62) 78 (69-86) 7d Escherichia coli Urinary tract (63%)
infections (eg, abscess, 165 (71) 80 (67-85) 14d (73%) Urinary tract (71%)
endocarditis) E coli (75%)

Yahav et al'® RCT Uncomplicated GNT3 Without other sources of m ?-1 (61.8-81) 7d E coli {60.8-%) Urinary tract
infection, uncontrolled 298 (135) 71(61-80) 14d E coli (65.1%) (69.3%)
focus of infection, Urinary tract
polymicrobial growth, (66.8%)
specific pathogens
(Brucella, Salmonella)

Sousa et al®? Prospective Uncomplicated GNB Without deep-seated 163 (78) 74 (26-94) 7-10d E coli (60%) Urinary tract (56%)
infections such as not- 232(137) 70(18-105) >10d E coli (53%) Urinary tract (48%)
drained intra-abdominal
or pelvic abscesses

Fabre et al®2 Retrospective P aeruginosa BSI Without osteoarticular 72 (48) 41 (50-79) 7-11d P aeruginosa (100%)  Urinary tract
infections, endocarditis/ 179 (111) 66 (52-76) >11d P aeruginosa (100%) (30.4%)
endovascular infections Urinary tract
or central nervous (30.3%)
system infections

Chotiprasitsakul  Retrospective Uncomplicated Without polymicrobial 385 (194) 60 (49-69) 6-10d E coli (46%) Urinary tract

etal’! Enterobacteriaceae bacteremia 385 (211) &0 (49-70) 11-16d E coli (47.8%) (34.8%)
Bacteremia Urinary tract
(37.4%)

Park et al?® Retrospective Uncomplicated GNB Without infective 170 (NA) 2.5(0.6-11) 7-10d Klebsiella spp. Central line (63.5%)
endocarditis, 170 (NA) 2(0.5-8) >10d (31.8%) Central line (61.1%)
suppurative Klebsiella spp.
thrombophlebitis, CNS (28.2%)
infection, osteomyelitis
or deep-seated
undrained abscesses

Abbreviations: CN5, central nervous system; GNB, gram-negative bacteremia; NA, not available; IQR, interquartile range; P aerugi BSI, P: el aeruginosa bloodstream infections; RCT,

randomized controlled trial.
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JAMA | Original Investigation

Effect of C-Reactive Protein-Guided Antibiotic Treatment Duration,
7-Day Treatment, or 14-Day Treatment on 30-Day Clinical Failure Rate
in Patients With Uncomplicated Gram-Negative Bacteremia

A Randomized Clinical Trial

Elodie von Dach, PhD; Werner C. Albrich, MD; Anne-Sophie Brunel, MD; Virginie Prendki, MD;

Clémence Cuvelier, MD; Domenica Flury, MD; Angele Gayet-Ageron, MD, PhD; Benedikt Huttner, MD;

Philipp Kohler, MD; Eva Lemmenmeier, MD; Shawna McCallin, PhD; Anne Rossel, MD; Stephan Harbarth, MD;
Laurent Kaiser, MD; Pierre-Yves Bochud, MD; Angela Huttner, MD
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Procalcitonin-Guided Antibiotic (® cnock orupes
Discontinuation and Mortality in
Critically Tll Adults

A Systematic Review and Meta-analysis

PODCAST @

Dominigue J. Pepper, MD, Junfeng Sun, PhD,; Chanu Rhee, MD, Judith Welsh, MLS; John H. Powers III, MD;
Robert L. Danner, MD, and Sameer S. Kadri, MD

Use of C-reactive protein to tailor
antibiotic use: a systematic review
and meta-analysis

Dara Petel,” Nicholas Winters,?> Genevieve C Gore,® Jesse Papenburg,4’5
Marc Beltempo,® Jacques Lacroix,” Patricia S Fontela>®




Procalcitonin-Guided Antibiotic ® Checkforupdates.

Discontinuation and Mortality in
Critically Tll Adults

A Systematic Review and Meta-analysis PODCAST@

Dominique J. Pepper, MD, Junfeng Sun, PhD,; Chanu Rhee, MD, Judith Welsh, MLS; John H. Powers III, MD;
Robert L. Danner, MD,; and Sameer S. Kadri, MD

TABLE 2 ] GRADE Assessment of Randomized Clinical Trials

Surmmary of Findings
Certainty Assessment No. of Patients Effect
Qutcome
Exarmined
(No. of QOther Procalcitonin Estimate Absolute
Studies) Study Design Risk of Bias Inconsistency Indirectness Imprecision Considerations Arm Control Arm (95% CI) {95% C1) Certainty Importance
Critical Illness
Mortality Randomized Serious” Mot serious Serious” Not None 496/2,500 552/ RR, 0.89 24 fewer @& Critical
(16) trials serious (19.8%) 2,500 (0.83- per 1,000 (low)
(22.1%) 0.97) (from 10
to 40
fewer)
Hospil R ized Serious” Serious® Not serious Not None MD, @aC0 Important
length of trials serious -0.59d (low)
stay (11) (-3.70
to 2.51)
ICU length Randomized Serious® Serious® Not serious Not None MD, @@ | Important
of stay trials serious -0.48d (low)
(15) (-2.90
to 1.95)
Antibiotic Randomized Serious’ Serigus” Mot serious Not MNone MD, :L:lele] Important
duration trials serious -1.31d (low)
or (-2.27
exposure to
(13) -0.35)
Sepsis and Critical Iliness
Mortality Randomized Serious® Mot serious Serious” Mot MNone 243/1,096 250/1,064 RR, 0.94 Mot 000 Critical
(10) trials serious (22.2%) (23.5%) (0.85- estimable (low)
1.03)
Hospital Randomized Serious” Serious” Mot serious Mot Mone MD, B0 Important
length of trials serious -0.27d (low)
stay (7) (-5.00
to 4.46)
ICU length Randomized Serious? Serious® Mot serious Mot Mone MD, :X-Tale] Important
of stay trials serious -0.69d (low)
(10) (-4.72
to 3.34)
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Use of C-reactive protein to tailor
antibiotic use: a systematic review

and meta-analysis

Dara Petel,' Nicholas Winters,? Genevieve C Gore,® Jesse Papenburg,d"5
Marc Beltempo,® Jacques Lacroix,’” Patricia S Fontela®®

Table 1 Characteristics of included studies

Age (in years, Number of patients

Sample unless stated),

CRP test and

Author, year, location size mean (SD) CRP Control Study setting Study design CRP cut-off method Type of | Comp
Antibiotic treatment duration studies (cut-offs to stop antibiotic treatment)
Numbenjapon et al,* 22 Meonates® 1 1" NICU RCT <10mg/L NS Meonatal sepsis: NS Routine care (>5days of
2015, Thailand CRP: 18.6 (NR) treatment)
Control: 17.7
(NR)
Coggins etal® 568 Premature* 4089 160 NICU Retrospective <10mg/L NS Meonatal sepsis: EOS ~ Routine care
2013, USA CRP: 29 (27-30) cohort study
Control: 27
Oliveira et al,"" 2013, Brazil 94 Aduhts 45 49 Icu RCT <25mg/L Laboratory Sepsis Procalcitonin (<0.1ng/
CRP: 59.6 (18.5) ml)
Control: 55.6
(13.3)
Gaoetas s Adults T8 28 Fospital (general  Retrospective . NS NS Pyogenic liver abscess  Routine care/
2010, China CRP: 57.7 (10.4) setting) cohort study normal body
Control: 58.7 temperatura
11.7) (=14 days)
Couto et al,* 223 Meonates® 138t a5t NICU Prospective cohort <12mg/L Laboratory Meonatal sepsis: LOS  Routine care
2007, Brazil CRP: 30 (23-28) study (=14 days)
Control: 32
(24-40)
daswal ef al,*® 28 Neonates 14 14 NICU Prospective cohort <6mg% (<60mg/L) NS Neonatal sepsis: N§  Routine care (CRP test
2003, India NR study on Tth day)
Ehl et al,*' 82 Prematurs* 43 39 Low and RCT <10mg/L NS Necnatal sepsis: NS Routine care (5 days of
1897, Germany Total: 38 weeks intermediate care treatment)
nursery

Procalcitonin Versus C-Reactive Protein for
Guiding Antibiotic Therapy in Sepsis:
A Randomized Trial*

Carolina E Oliveira, MD, PhD; Fernando A. Botoni, MD, PhD; Clara R. A. Oliveira, MD, PhD;
Camila B. Silva, MD; Helena A. Pereira, MD; José C. Serufo, MD, PhDD; Vandack Nobre, MD, PhD
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Procalcitonin Versus C-Reactive Protein for

Guiding Antibiotic Therapy in Sepsis:

A Randomized
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Methods



study design

- ZlithE%. BiR{b. FELER. RCT
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e funding: Swiss National Science Foundation | i’%

Figure 2: Trial sites. The HUG will be the principal site; CHUV
and KSSG are participating peripheral sites.
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Patients

e inclusion criteria
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Intervention/comparison

"EBE NTIRTE” : CRPH R TODEE (intervention)
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Outcome

Primary outcome : 30
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Outcome

Secondary outcome .
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Study flow

SCREENING RANDOMIZATION FOLLOW-UP
DAYS 1-4 DAY 5 (+1) DAYS 6 - 90

Fixed long antibiotic therapy

(14 days)
n=167
Patients with Gram- Fixed short antibiotic therapy
negative bacteremia (7 days)
n=1000 n=167
Individualised duration

n=167
CLINICAL FAILURE
v v v,
Day 1 (appropriate therapy) 5 7 14 30 60 90

Day 1 is defined by the first day of microbiologically appropriate antibiotic therapy.
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Statistical methods

sample size

FATHHFR Z 7o (CE AR BER 10-30% (52 TE

IDSAH 1A > ATHED TIFHRANY — > (F10%(CERTE
F 4= 7E CTalevel 0.025, power 0.80 (B 0.20)

IBFIAEE (loss to follow-up) 5%

7’0 b3J)Li&RRE (nonadherence) 12%

Z8f167 A->51500 A Zenroll



Statistical method
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Results



\

Study population : P& 3K

2345 Patients assessed for eligibility ‘

1841 Excluded
1525 Did not meet eligibility criteria
739 Complicated infection
392 Immunosuppression
388 Nonincluded bacteria
67 Fever in the preceding 24 h
30 Hemodynamic instability in
the preceding 24 h
13 Bacteremia in the previous 60 d
178 Patient or proxy declined inclusion
68 Diminished capacity without proxy
42 Treating physician refused inclusion
28 Did not speak any study language

i

o S
-

(" 504 Randomized )

170 Randomized to the individualized
CRP-guided group
169 Received intervention
1 Did not receive intervention as
randomized (withdrew immediately)

169 Randomized to the 7-day treatment
duration group

169 Received intervention

165 Randomized to the 14-day treatment
duration group
165 Received intervention

|

29 Lost to follow-up
16 Unreachable
13 Death

24 Lost to follow-up
10 Unreachable
14 Death

16 Lost to follow-up
7 Unreachable
9 Death

]

]

|

169 Included in the primary analysis
130 Included in the per-protocol analysis
40 Excluded from the per-protocol analysis
34 Protocol deviation
6 Lost to follow-up by day 30

169 Included in the primary analysis
141 Included in the per-protocol analysis
28 Excluded from the per-protocol analysis
25 Protocol deviation
3 Lost to follow-up by day 30

165 Included in the primary analysis
143 Included in the per-protocol analysis
22 Excluded from the per-protocol analysis
20 Protocol deviation
2 Lost to follow-up by day 30
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Stud lation . B lin
udy population : Baseline
Ak hera d et o g Mo ) Antibiotic therapy duration group, No. (%)

Characteristic CRP-guided (n = 169)* 7d(n=169) 14d(n = 165)

Sex Blood culture isolate CRP-guided (n = 169) 7d(n=169) 14 d (n = 165)
Women 105 (62) 107 (63) 94 (57) Escherichia coli 126 (75) 123 (73) 124 (75)
Nap : SR L ) Extended-spectrum B-lactamase 14 (8) 9 (5) 12 (7)

Age, median (1QR), y 78 (69-86) 78 (69-86) 80 (67-85) |

Race/ethnicity Klebsiella spp 27 (16) 35(21) 26 (16)
White 163 (96) 160 (95) 155 (94) Klebsiella pneumoniae 25 (15) 23(14) 21 (13)
Asia 3(2 32 2(1

?m - 2 @ & Extended-spectrum B-lactamase 1(1) 2(1) 1(1)
Hispanic 1(1) 2(1) 4(2)
Black 1(1) 201) 2(1) Klebsiella oxytoca 1(1) 11(7) 1(1)

BMI, median (IQR) 26 (23-30) 26(23-30) 26(23-29) Extended-spectrum B-lactamase 0 0 0

GFR at inclusion, median (IQR), mL/min/1.73 m? 51(37-72 51(32-73 55(38-74 .

=TT uswn_ n,w Sl ’(m'_n” n:, ( J ( . s ) Klebsiella aerogenes 1(1) 1(1) 4(2)

Charlson Comorbidity Index score, median (IQR) 1(0-2) 1(0-2) 1(0-2) |

Diabetes mellitus 38 (22) 33(20) 36 (22) Extended-spectrum B-lactamase 1(1) 0 0

Presence of removable urethral catheter 17 (10) 7(4) 24(14) Proteus spp 7 (4) 7 (4) 6 (4)

Presence of implanted material 41 (24) 36(21) 31(19) Prot irabili 503 402 6 (4
Artificial joint 4(2) 5(3) 10 (6) roteus mirabilis (3) (2) (4)
Implanted urinary tract device® 6(4) 3(2) 5(3) Extended-spectrum B-lactamase 0 0(0) 0
Endovascular device 6(4) 2(1) 1(1) Proteus VU[Q‘&HS 2 (l) 3 (2) 0
Artificial valve 4(2) 2(1) 0(0)
= D 505 T Extended-spectrum B-lactamase 0 0 0

Source of bacteremia Enterobacter cloacae 6 (4) 3(2) 1(1)
Urinary 124(73) 107 (63) 117 (71) Extended-spectrum B-lactamase 0 0 0
Abdominal 30 (18) 37(22) 20(12) ona
Pulmonary 6(4) 14 (8) 16 (10) Other (A) 9 (5) 10 (6) 12 (7)
Endovascular device 1(1) 5(3) 5(3)

. N Parax
Wound 0 2(1) 2(1) Baselme(i(i(&lﬂ%
Unknown 8(5) 4(2) 5(3) —— A »
Bacteremia acquisition® I%_'I ﬁlp%b\ % (I \
Community-acquired 108 (64) 108 (64) 99 (60) \ 71NN A fH VAN ah
Nosocomial 45 (27) 45 (27) 45 (27) E?’EWU (3:} Td\ (/ \ \ /|l 1#& E } Td\ (I \
Health care-associated 16(9) 16(9 21(13) \\y
qS0OFA score, median (IQR) 1(0-2) 1(0-2) 1(0-1) | UTID y (/ \
E.colin’Z 1\
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Primary outcome

Antibiotic therapy duration group, No. (%)

ITTEEAT

CRP-guided vs 14 d

7dvs14d

CRP-guided 7d 14d Difference, % Difference, %

Outcome (n =169) (n=169) (n = 165) (1-sided 97.5% CI) P value® (1-sided 97.5% CI) P value®
Primary outcome
Clinical response -3.1(-ccto1.1) <.001 1.1(-«t06.3) <.001
through day 30

Clinical success 160 (97.6) 155(93.4) 154 (94.5)

Clinical failure 4(2.4) 11 (6.6) 9(5.5)

Recurrent 0 1(9)2 2(22)

bacteremia

Suppurative 0 2 (18)° 1(11)

local complication

Distal complication 0 0 0

Targeted therapy 2 (50) 3(27) 2(22)

restart

30-d all-cause 2 (50) 6 (55) 4 (44)

mortality®

Missing® 5(2.9) 3(1.8) 2(1.2)

ITTAZAT C (X CRPEE,

7HEXEEI(C14

B U ISR ZRUTE



Primary outcome

Per-protocol B24T

% Difference

CRP- 7 days 14 days :

guided (fixed) (fixed) CRP_EL;;:\?: vs 14 7 days vs 14 days

N=130 N=141 N=143 1-sided 97.5%Cl; P° | 1-sided 97.5%Cl, P°
Clinical response through day 30
Clinical success (%) 127 (97.7) | 133(94.3) | 137 (95.8)
Clinical failure (%) 3(2.3) 8 (5.7) 6(4.2)
Recurrent bacteremia (%) 0 (0) 1(13)°% 2 (33) -1.9 1.5
Suppurative local complication (%) 0(0) 2(25)% 0 (0) (-infinity, 2.3); (-infinity, 6.5);
Distal complication (%) 0(0) 0 (0) 0 (0) <.001 <.001
Targeted therapy restart (%) 2 (66.7) 3 (38) 2 (33)
All-cause mortality™® (%) 1(33.3) 3 (38) 2 (33)

ITTERAT L D BN AR CAFREZGF TEIESE

= LT




P R A BBk

S nd { :
econdary outcome :
Antibiotic therapy duration group, No. (%) CRP-guided vs 14 d 7dvsidd
CRP-guided 7d 14d Difference, % Difference, %

Outcome (n=169) (n=169) (n=165) (1-sided 97.5% CI) P value® (1-sided 97.5% CI) P value®
Secondary outcomes
Clinical response -1.8 (- t03.7) <.001 2.6(-»t08.9) .010
through day 60

Clinical success 146 (94.2) 141 (89.8) 146 (92.4)

Clinical failure 9(5.8) 16(10.2) 12(7.6)

Recurrent 0 1(6)° 2(17)

bacteremia

Suppurative 0 1(6)° 1(8)

local complication

Distal complication 0 0 0

Targeted therapy 7(78) 9 (56) 5(42)

restart

30-d all-cause 2(22) 6(38) 4(33)

mortality©

Missing® 9(5.3) 7(4.1) 3(1.8)

Death after day 30 5(3.0) 5(3.0) 4(2.4)
Clinical response -3.5(-»t02.9) <.001 0.1 (-wto7.0) .002
through day 90

Clinical success 133 (93.0) 135 (89.4) 137 (89.5)

Clinical failure 10(7.0) 16 (10.6) 16 (10.5)

Recurrent 0 1(6)° 2(13)

bacteremia

Suppurative 0 1(6)° 1(6)

local complication

Distal complication 0 0 0

Targeted therapy 8 (80) 9 (56) 9 (56)

restart

30-d all-cause 2(20) 6(38) 4 (25)

mortality©

Missing® 15(8.9) 10(5.9) 7(4.2)

Death after day 30 11 (6.5) 8(4.7) 5(3.0)

60/90
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Secondary outcome

: AT

P value*

CRP-guided 7 days 14 days CRP- 5:::2?;
n=169 n=169 n=165 guided vs 14 days
14 days
Mortality through day 30 (%) 2(1.2) 6(3.7) 4 (2.4) 45 g
Missing (%) 5(3.0) 3(1.8) 2(1.2) ' '
Mortality through day 60 (%) 7 (4.4) 11 (6.9) 8 (4.9) 10 64
Missing (%) 9(5.3) 7(4.1) 3(1.8) ' '
Mortality through day 90 (%) 13 (8.4) 14 (8.9) 9 (5.6) 38 39
Missing (%) 15 (8.9) 10 (5.9) 7(4.2) ' '
*Two-sided alpha, Fisher exact test
30/60/90HF R COITRIBRZEITTRL

X 1=z LU90
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Secondary outcome : FEZFEFEHEBESESR

Table S11. Adverse events considered possibly, probably or certainly related to study

antibiotic(s).

Table S12. Serious adverse events considered possibly, probably or certainly related to

study antibiotic(s).

S7INES]

HEERESRICASTREERU

Serious adverse event . 7-day 14-day

CRP-guided group 7-day group 14-day group CRP-guLdleGdggroup group group
Adverse event N=169 n=169 n=165 n= n=169 n=165
Missing by day 30, n 5 3 2 Missing by day 90, n 15 10 7
C. difficile infection (%) 7 (4.3) 2(1.2) 4(2.4) Hospitalization for C. difficile infection (%) 1(0.6) 1(0.6) 1(0.6)
Diarrhea (%) 2(1.2) 2(1.2) 1(0.6) Hospitalization for abdominal pain (%) 0(0) 1(0.6) 0(0)
Rash (%) 0(0) 1(0.6) 1(0.6) Hospitalization for headache (%) 0 (0) 0(0) 1(0.6)
Pruritis (%) 1(0.6) 0(0) 0(0) Death* (%) 0(0) 1(0.6) 0(0)
Glossitis (%) 0 (0) 0(0) 1(0.6) Total (%) 1(0.6) 3(1.8) | 2(1.2
Thrush (%) 0 (0) 1(0.6) 1(0.6) *Cause unknown, occurred shortly after discontinuing antibiotic therapy. All cultures negative.
Tongue discoloration (%) 0 (0) 1(0.6) 0 (0)
Abdominal pain/cramping (%) 1(0.6) 0 (0) 0 (0)
Catheter infection (%) 0(0Q) 1(0.6) 0(0)
Elevated creatinine (%) 0 (0) 0(0) 1(0.6)
Headache (%) 0 (0) 0 (0) 1(0.6)
Fever (%) 1(0.6) 0 (0) 0 (0)
QT prolongation (%) 0 (0) 0 (0) 1(0.6)
Total (%) 12 (7.3) 8 (4.8) 11 (6.7)




Secondary outcome :

j:_|_—|—|——|—|—

IHESES

195/ A HZEX

CRPH RE¥ (7B%% 148 8% PiE (CRPvs 14H) [PfiE (7H vs 14H)
PEERSSBEHIME[IQR] |9[8-14] 9[7-14] 16[14-18] | < .001 < .001
ABRB#EHIME[IQR] 10[6-19] 10[6-17] |9[5-19]
9OHF R COMEEISHIB (B = (TR,
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Secondary outcome : MITEEFIR SR

« BNl CIHEREZ RN
CRPEX 7A. 7HEX 4 A, 14HEf 2A
o« A UEEFINOMMEER L E
CRPEf 3/7. 7H&* 3/4. 14H%F 0/2
« EROINEFESSEAERIMIEER L
<7HFE 1/3. 7-10Hf[E 5/7. 10HREI< 0/3
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2 AT

« TIRCNE

Al

=FEE (<707%) (OR, 0.10 [95% CI, 0.01-0.79])

s TRAR

Al

AN T W18 sHIAF+(OR, 2.82 [95% Cl, 1.15-6.92])
JiE(OR, 3.88 [95% CI, 1.27-11.83])

Table S10A. Multivariable logistic regression model for clinical failure at day 30.

HFEEE_IE DE

This model includes variables as pre-specified in the statistical analysis plan.

Odds ratio 95% ClI P value

Age

<70 years 0.10 0.01-0.79 .03
Female sex 0.60 0.23-1.54 .29
Charlson index >2 1.24 0.46-3.35 .67
qSOFA score=3 1.26 0.32 — 5.00 .74
Site of infection

Pulmonary 3.88 1.27-11.83 .02
Presence of foreign-body material 2.82 1.15-6.92 .02
Pathogen

Klebsiella spp. 2.22 0.85-5.83 A1
Empiric therapy with piperacillin-tazobactam 2.44 0.94-6.32 .07

Hosmer-Lemeshow chi? = 2.33, P=.94.
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FRARHAF (AZ

HESOBREHTOYIU)L— TR

CYNtEsDIA FHand/or TR O BRI MNE)

CRPH-f REf| 7HE 1482 | PfE (CRPvs 7H) | PfE (CRP vs 14H)
30EBERRIMAERREY (%) | 0/44(0%) | 8/45(18%) | 7/44(16%) P=0.06 P=0.01
Q0 RBSERMSATESR (%) | 2/39(5%) |10/42(24%)| 9/41(22%) P=0.03 P=0.05
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I‘ Good! ’I Bad..
e exclusion criteria

-inclusion(;&75H B) D24 AR (CFE R orMITEIREAR T EIRES
- [E Ryl

-J ROVEIEREEE /D S LS ME/AEEE (C X DRIMAE
SEATREEN S 60H LAANOBF4 E IMYE

AEMMERGE (IRE. REEDARRIRE)

Antibiotic therapy duration group, No. (%)

Characteristic CRP-guided (n = 169) 7d(n=169) 14d(n = 165)
Charlson Comorbidity Index score, median (IQR)® 1(0-2) 1(0-2) 1(0-2)
qSOFA score, median (IQR)f 1(0-2) 1(0-2) 1(0-1)

exclusion criteria CEIERER E/\ AU X TEBZRIINLUTLND
STERAEIDBENKIN U T <D IEBEAZRUTI < IRD
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AHEEF : Primary outcomeDRE DT
l‘ Good! ,l Bad..

best-worst-case and worst best-case scenarios COERAT

Table S7A: Best-worse case sensitivity analysis for clinical response through day 30
CRP-guided 7 days 14 days . % Difference
N=169 (fixed) (fixed) CRP-guided vs 14 days 7 days vs 14 days
N=169 N=165 1-sided 97.5%Cl; P 1-sided 97.5%Cl; P
Clinical success (%) 165 (97.6) 158 (93.5) 154 (93.3) -4.3 (-infinity, 0.1); -0.2 (-infinity, 5.2);
Clinical failure (%) 4(2.4) 11 (6.5) 11 (6.7) <.001 <.001
Table S7B: Worst-best case sensitivity analysis for clinical response throuEh day 30
CRP-guided 7 days 14 days . % Difference
N=169 (fixed) (fixed) CRP-guided vs 14 days 7 days vs 14 days
N=169 N=165 1-sided 97.5%Cl; P 1-sided 97.5%Cl; P
Clinical success (%) 160 (95.0) 155 (91.7) 156 (94.5) -0.5 (-infinity, 4.7); 2.8 (-infinity, 8.2);
Clinical failure (%) 9(5.3) 14 (8.3) 9 (5.5) <.001 .005

°P value for non-inferiority (see Supplement).

TableS7A : Biii&&Z7T AEE (7H. CRPH KRE¥) TlIsuccess. xIEEEF (14H8F) Tl failurelCENT
TableS7B : Biii&& =T AR (7H. CRPHA REF) TlIfailure. XF8EEF (14HBF) TlEsuccess(CENfT

TableS7BIIFELERA T R T (CIEIRBAFIIREEC,
AiZ & DoutcomeZ i E U CLNBNIESEAZ REF /=
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Table S3. Protocol deviations by study group and reasons for non-adherence to treatment

duration assignment, primary analysis set. I ‘ Good! , I Bad
CRP-guided | 7days | 14 days

n=169 n=169 n=165
Number excluded from per-protocol population (%) 39 (23) 28 (17) | 22(13)
Lost to follow-up by day 30 (%) 5(13) 3(11) 2(9)
Protocol deviation (%): 34 (87) 25(89) | 20(91)
Antibiotic duration exceeded protocol-designated duration (%) 13 (38) 24 (96) 7(35)
- Reason:
Unln.te:ntlonal (logistic dlfﬁculty or communlcatlpn (.error) (%) . 9 (69) 13(54) | 4(57)
- Physician overrode duration assignment, complication suspected (%) 1(8) 1(4) 1(14)
({}-{)Physu:lan overrode duration assighment in absence of complication 3 (23) 10 (42) 1(14)
0
- Patient’s wish, outpatient physician agreed (%) 0(0) 0(0) 1(14)
- Modality:
- CRP decreased by 75% but therapy continued (%) 10 (77) NA NA
- CRP did not decrease by 75% and therapy continued >14 days (%) 3(23) NA NA
gz}tlblotlc duration was shorter than protocol-designated duration 9 (26) 1(4) 13 (65)
- Reason:
- Unintentional (logistic or communicative error) (%) 0(0) 0(0) 9 (69)
- Physician overrode duration assignment, evidence of side effect (%) 7(78) 0(0) 1(8)
- Physician overrode duration assignment in absence of side effect (%) 1(11) 0(0) 1(8)
- Patient’s wish (% 1(11 1 (100 2 (15 5 Ny = /B = N — —
Ptents v 9 )| 1000 20 CRPHI REECIZCRPIESIRNC EIC LD
= 0(0) 1(100) | 0(0) \ “
- 0,
Duration was <5 days (%) 8 (89) NA NA 70 RJ)LERMNEETULD
- Therapy discontinued although CRP had not decreased by 75% (%) 1(11) NA NA A .
als as . . . . . u = _\_‘ —_— < N W
- Antibiotic discontinued despite fever in the preceding 48h (%) .>_< 7:_ 7:_ L/ . n% B/:.R < Cl:_ ] [] |\ :l) I/;@HFE,__'K_( (j:BEi(g (i |E_| L/
Insufficient CRP data* (%) 12 (35) NA NA
- Physician prescribed 7 (+1) days (%) 8(67) C R P . 2 2 A( 14 00/0)
- Physician prescribed 10 (+1) days (%) 2(17) NA NA
- Physician prescribed 14 (+) days (%) 2(17) 7 E . 25*( 14 80/0)

*No discernible peak value was obtained, or no follow-up value documenting a 75% reduction from peak was

obtained. 145 . 20A(1210/0)
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Table S3. Protocol deviations by study group and reasons for non-adherence to treatment

duration assignment, primary analysis set.

I‘ Good! ’I Bad..

SHIE. JBEKE. MEERRBEEESREEEDR)
EHEOHIRTIC KD AERREE
CRPEXIC 14HBF CIEIARERETEWN

¥

CRPEX(Iprimary outcome C(F14HEX K D RIF/ME[D)

>EEHAEE R (ZCRPEE(C & D TIIAFIIREMA(ICIRND 5B

SCRPEFTI O LD ZWVWC 3BT UE
14BEBNDIEHEZE R T < EADlimitationlc (FFR SR

CRP-guided 7 days | 14 days
n=169 n=169 n=165
Number excluded from per-protocol population (%) 39 (23) 28 (17) | 22(13)
Lost to follow-up by day 30 (%) 5(13) 3(11) 2(9)
Protocol deviation (%): 34 (87) 25(89) | 20(91)
Antibiotic duration exceeded protocol-designated duration (%) 13 (38) 24 (96) 7 (35)
- Reason:
- Unin.te'ntional (logistic difficu[ty FJr communicati.on ?rror) (%) 9(69) 13 (54) 4(57)
- Phys!clan overrode durat{on ass!gnment,.compllcatmn suspe.ctec.l (%) 1(8) 1(4) 1(14)
{;ﬁ;’hwaan overrode duration assignment in absence of complication 3 (23) 10 (42) 1(14) »
- Patient’s wish, outpatient physician agreed (%) 0(0) 0(0) 1{14)
- Modality:
- CRP decreased by 75% but therapy continued (%) 10(77) NA NA
- CRP did not decrease by 75% and therapy continued >14 days (%) 3(23) NA NA
;:I;Iblotlc duration was shorter than protocol-designated duration 9(26) 1(a) 13 (65)
- Reason:
- Unintentional (logistic or communicative error) (%) 0(0) 0(0) 9 (69)
- Physician overrode duration assignment, evidence of side effect (%) 7 (78) 0(0) 1(8)
- Physician overrode duration assignment in absence of side effect (%) 1(11) 0(0) 1(8)
- Patient’s wish (%) 1(11) 1(100) 2 (15)
- Modality:
- Duration was <5 days (%) 80([809}] ! E\ﬁm 0[\1[2}
- Therapy discontinued although CRP had not decreased by 75% (%) 1(11) NA NA
- Antibiotic discontinued despite fever in the preceding 48h (%)
Insufficient CRP data* (%) 12 (35) NA NA
- Physician prescribed 7 (£1) days (%) 8(67)
- Physician prescribed 10 (1) days (%) 2(17) NA NA
- Physician prescribed 14 () days (%) 2(17)

*No discernible peak value was obtained, or no follow-up value documenting a 75% reduction from peak was

obtained.
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Antibiotic therapy duration group, No. (%)

Blood culture isolate CRP-guided (n = 169) 7d(n=169) 14d (n = 165)
Escherichia coli 126 (75) 123 (73) 124 (75)
Extended-spectrum B-lactamase 14 (8) 9 (5) 12 (7)
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Characteristic CRP-quided (n = 169)* 7d(n=169) 14d(n = 165)
ace/ethnicit

White 163 (96) 160 (95) 155 (94)

Asian 3(2) 3(2) 2(1)
HiSPﬂ“iC 1(1) 2(1) 4(2)
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