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Conflits d’intéréts

" Prises en charge (congres, séminaires...) :
— Laboratoires pharmaceutiques : ALK, AstraZeneca, Beehringer Ingelheim,
Chiesi, GSK, ICOMED, LEO Pharma, Lilly, MSD, MundiPharma, Novartis,

Pfizer, TEVA
— Prestataires : Orkyn, Santelys, Vitalaire

® Honoraires (présentations) :
— Laboratoires AstraZeneca, Beehringer Ingelheim, Chiesi, Lilly, Novartis

" Investigateur dans des études de firmes
— Laboratoires AstraZzeneca, Nuvaira, Vertex
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Epidémiologie
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Caractere pathogene
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Méningite
Fujioka 2008

Keratite

Ahmed 2011

Bactériémie
Aisenberg 2004 Endocardite

Aisenberg 2008

Ostéomyélite
Ozer 2012 Infections urinaires

Tena 2008

<

Achromobacter sp.
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Sepsis Caused by Achromobacter Xylosoxidans
in a Child with Cystic Fibrosis and Severe Lung
Disease

" Jeune fille de 10 ans, AF508 homozygote
" Atteinte respiratoire sévere (VEMS 35%)

" Achromobacter
— 1lere mise en évidence 2010
— colonisée a partir de 2013

= Deégradation avril 2014 avec bactériémie a Achromobacter
" Amélioration secondaire : imipenem — thiamfenicol - colimycine

Am J Case Rep, 2016; 17: 562-566
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Severe Achromobacter xylosoxidans infection and loss of sputum
bacterial diversity in an adult patient with cystic fibrosis
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Paediatric Respiratory Reviews 20S (2016) 27-29
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Impact de la colonisation par A. xylosoxidans

" Etude rétrospective
" 36 patients appariés 36 contrbles (age, sexe, Pseudomonas)

" Principaux résultats :
— déclin du VEMS plus importants dans les 3 années qui suivent
v -154 ml vs -64 ml (p<0,001)
— plus d’exacerbations dans les 3 années qui suivent :
v médiane exacerbations 9 vs 7 (p=0,03)

Mémoire DES Pneumologie Lille — Macha Tétart — soutenance 11 avril 2018



LYON /D OURNEES F RANCOPHONES

5-7 AVRIL 2018 ELAMUCOVISCIDOSE
CENTRE DES CONGRES

TS J— B4y M
vaincrelamuco.org federation-crcm.org Knllljecr(e) CFTR mi\:::::':ﬁ_u.; "'3%1"5"@“ @

Prevalence and Outcomes of
Achromobacter Species Infections in
Adults with Cystic Fibrosis: a North
American Cohort Study

34 patients dont 10 présentant une infection persistante
Risque augmenté d’exacerbation lors 1¢™ infection

Pas d'augmentation du déclin de la fonction respiratoire ni de la
fréquence des exacerbations si persiste

Clairance de la bactérie aprés une médiane de 3,1 ans chez 9/10
dont 3 apres traitement antibiotique spécifique

Role des corticoides inhalés dans la persistance ?

J Clin Microbiol 55:2074-2085.
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Clinical Outcomes Associated with Achromobacter Species Infection in Patients with Cystic
Fibrosis

Ranjani Somayaiji', Sanja Stanojevic?, D. Elizabeth Tullis®, Anne L. Stephenson?, Felix Ratjen’,
Valerie Waters’

1199 patients atteints de mucoviscidose
suivis de 1997 a 2014

96 exclus par manque de

données microbiologiques

1103 patients inclus dans les analyses de
survie (18 ans) 88 avec >1 culture Achromobacter

165 transplantations 183 morts

Ann Am Thorac Soc. 2017 Sep;14(9):1412-1418.
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Ann Am Thorac Soc. 2017 Sep;14(9):1412-1418.
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Identification and distribution of Achromobacter species in cystic fibrosis

n=341

54322

1/

xylosoxidans
ruhlandii
genogroup 14
genogroup 2
genogroup 5
insolitus
genogroup 3
genogroup 4

. genogroup 6

genogroup 7
genogroup 8
denitrificans
genogroup 13
spanius

Analyse de la séquence du gene nrdA pour identifier les especes

Journal of Cystic Fibrosis 12 (2013) 298 —301
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Incident Stenotrophomonas maltophilia infection and lung
function decline in cystic fibrosis

118 -

114 -

110 -
88 patients, USA < 106 -
102 -
98 - Slope pre = -1.79
94 -
90 -
86 -
82 -
78 -
74 -
70

Slope change
=-0.35

P-value=0.005

1" mise en évidence
de S. maltophilia

FEV1 % Predicte

Slope post = -2.14

8 7 6 5 4 3 2 4 0 1 2 3 4 5 6 T
Years Pre and Post S. maltophilia Acquisition Date

Pediatric Pulmonology. 2017;52:1276-1282.



LYON /E;,u::a‘.ées AANCOPHONES

o-7 AVRIL 2018 ' MUCOVISCIDOSE
CENTRE DES CONGRES
vaincrelamuco.org federation-crcm.org @@?&CFTR mﬁ:‘:;& iiii Hgﬁ'il‘ifﬁl:! @

Incident Stenotrophomonas maltophilia infection and lung
function decline in cystic fibrosis
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Pediatric Pulmonology. 2017;52:1276-1282.
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Longltudmal study of Stenotrophomonas maltophilia
antibody levels and outcomes 1n cystic fibrosis patients

" Etude longitudinale, 409 échantillons issus de 135 patients, Canada

" Ac a taux élevés
— significativement associé a
v culture positive (OR 1,62 [1,09-2,41])
v" survenue d’exacerbations (HR 1,3 [1,1-1,6])
— non associé au déclin de la fonction respiratoire

Journal of Cystic Fibrosis 16 (2017) 58 - 63
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Chromc Stenotrophomonas maltophilia infection and mortality or lung
transplantation in cystic fibrosis patients<

:

<«—— intermittent n=21

<«—— jamais isolé n=62

75% 2
70% :‘:
HR = 2,8 [1,65-4,67 4
65% ,8 [1,65-4,67] | € colonisés n=44

Overall survival without lung transplant

0 12 24 36 48 60 72 84 9% 108 120 132 ¥4
Months of follow=—up

Journal of Cystic Fibrosis 12 (2013) 482 —486
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Pan Re5|sta nt Achromobacter xylosoxidans
and Stenotrophomonas maltophilia Infection in
Cystic Fibrosis Does Not Reduce Survival After

Lu ng TranSPIantatlon Kaplan-Meier Survival Analysis
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Pan Re5|sta nt Achromobacter xylosoxidans

and Stenotrophomonas maltophilia Infection in
Cystic Fibrosis Does Not Reduce Survival After
Lung Transplantation

Kaplan-Meier Survival Analysis
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Treatment of lung 1nfect10n in patients with cystic fibrosis: Current and
future strategies ¥<* 3 3<

Ceftazidime
Sulfamethoxazole/t Meropenem
rimétoprime o
Minocycline Colimycine

Doxycyline

Tobramycine

Ciprofloxacine
Aztréonam

Ticarcilline/clavul
Pipéracilline/tazo

Journal of Cystic Fibrosis 11 (2012) 461 —-479
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Early treatment with inhaled antibiotics postpones next occurrence of
Achromobacter in cystic fibrosis

Antimicrobial susceptibility of 34 primary Achromobacter isolates from CF patients.

Antimicrobial agent MIC;s, * MICo °
de d . , . Amikacin =256 =256
Etude danoise retrospective . icillinclavulanate 6 >256
n=47 Aztreonam >256 >256
Cefepime 32 =>256
Ceftazidime 6 24
Primo-infection Ceftriaxone >32 >32
Cefuroxime =256 =256
, Ciprofloxacin 2 >32
Aérosols : Colistin 4 8
e ceftazidime Fosfomycin >1024 >1024
. . Imipenem 2 8
* collmycme Meropenem 0.125 1.5
e tobramycine Piperacillin/tazobactam 1 2
Tigecycline 3 4
Tobramycin 24 64
Trimethoprim/sulfamethoxazole 0.016 0.047

Journal of Cystic Fibrosis 12 (2013) 638 —643
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Early treatment w1th inhaled antibiotics postpones next occurrence of
Achromobacter in cystic fibrosis

100

90 -
Etude danoise rétrospective

n=47

80 4
70 1

. . . 60 -
Primo-infection

50 - Inhaled antibiotics

Aérosols : 40 1

e ceftazidime
e colimycine
e tobramycine 10 1

30 1

% free of Achromobacter

20 4

No inhaled antibiotics

0 20 40 60 80 100 120
Months

Journal of Cystic Fibrosis 12 (2013) 638 —643
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Effect of High-Dose Antimicrobials on Biofilm Growth of
Achromobacter Species Isolated from Cystic Fibrosis Patients

TABLE 1 Antibiotic MICs and BICs for Achromobacter CF isolates
measured by planktonic and biofilm susceptibility testing

Results for Achromobacter species

Etude canadienne MIC/BIC by All species A. xylosoxidans Other species
antibiotic (n = 68) (n = 50) (n=18)"
: : Amikacin
souches issues de 68 patients MIC,, - 024 -
atteints de mucoviscidose BIC., >4,096 >4,096 >4,096
MICy, >4,096 >4,096 >4,096
BIC,, >4,096 >4,096 >4,096
Aztreonam
MICs, 256 512 512
BIC,, >2,048 >2,048 >2,048
MIC,, 2,048 2,048 2,048
BIC,, >2,048 >2,048 >2,048

# “Other species” includes A. denitrificans (n = 3), A. dolens (n = 5), A. insolitus
(n =5), and A. ruhlandii (n = 5).

Antimicrob Agents Chemother 60:650-652.
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Effect of High-Dose Antimicrobials on Biofilm Growth of
Achromobacter Species Isolated from Cystic Fibrosis Patients

TABLE 1 Antibiotic MICs and BICs for Achromobacter CF isolates
measured by planktonic and biofilm susceptibility testing

Results for Achromobacter species

Etude canadienne MIC/BIC by All species A. xylosoxidans Other species
antibiotic (n = 68) (n = 50) (n=18)"
souches issues de 68 patients Colistin
. . MIC,, 4 8 4

atteints de mucoviscidose BIC,, oy oy ~ 956
MIC,, 64 64 64
BIC,, >256 >256 >256

Levofloxacin

MIC,, 20 20 20
BIC., 5,120 5,120 5,120
MICy, 20 20 20
BIC,, >5,120 >5,120 >5,120

# “Other species” includes A. denitrificans (n = 3), A. dolens (n = 5), A. insolitus
(n =5), and A. ruhlandii (n = 5).

Antimicrob Agents Chemother 60:650-652.
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Effect of High-Dose Antimicrobials on Biofilm Growth of
Achromobacter Species Isolated from Cystic Fibrosis Patients

TABLE 1 Antibiotic MICs and BICs for Achromobacter CF isolates
measured by planktonic and biofilm susceptibility testing

Results for Achromobacter species

Etude canadienne MIC/BIC by All species A. xylosoxidans Other species
antibiotic (n = 68) (n = 50) (n=18)"
souches issues de 68 patients ~ Tobramycin
. o MIC,, 200 400 200
atteints de mucoviscidose BIC., 3.200 3.200 3.200
MIC,, >3,200 >3,200 >3,200
BIC; >3,200 >3,200 >3,200

# “Other species” includes A. denitrificans (n = 3), A. dolens (n = 5), A. insolitus
(n =5), and A. ruhlandii (n = 5).

Antimicrob Agents Chemother 60:650-652.
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Outbreak of Achromobacter xylosoxidans in an ltalian
Cystic fibrosis center: genome variability, biofilm
production, antibiotic resistance, and motility in isolated

strains 1,0
. . » 0,8
Etude italienne L l I
o
_ 2 06 -
52 souches issues de 34 °
patients atteints de € 04
. . C ’
mucoviscidose 3
()
0 0,2 -
“Em -
0,0 -
ST TER CITE S S R
- R Antibiotic
. |
I S
[ ND

2 instrument: ATM, aztreonam; GM, gentamicin; AN, amikacin; NN,
tobramycin; FER, cefepime; CIP ciprofloxacin; CS, colistin; MN, minociclin;
MER, meropenem; PIP piperacillin; IPM, imipenem; TIM, ticarcillin
clavulanate; CAZ, ceftazidime; and TZP, piperacillin+tazobactam. On y axis

Frontiers in Microbiology | Infectious Diseases April 2014 | Volume 5 | Article 138
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Achromobacter sp.

" Imipenem ou Meropenem ?

Table 3
MICs (mg/L) of imipenem and meropenem of isolates recovered in 2010 with
decreased susceptibility to imipenem and/or meropenem. (E-test method).

n=21

Patient Imipenem Meropenem
P1 3 4
P2 16 3
P6 4 4
P8 3 >32
P11 8! >32
P19 2 >32

Journal of Cystic Fibrosis 12 (2013) 170—-176
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In Vitro Efﬁcacy of ngh Dose Tobramycin against Burkholderia
cepacia Complex and Stenotrophomonas maltophilia Isolates from

Cystic Fibrosis Patients

B. 40
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n=101 isolats m Biofilm
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Canada
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% of S. maltophilia isolates

Antimicrob Agents Chemother 59:711-713.
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Biofilm Compared to Conventional Antimicrobial Susceptibility of
Stenotrophomonas maltophilia Isolates from Cystic Fibrosis Patients
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Single antibiotics

Antimicrobial Agents and Chemotherapy p. 1546-1548
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Bloﬁlm Compared to Conventional Antimicrobial Susceptibility of
Stenotrophomonas maltophilia Isolates from Cystic Fibrosis Patients

n=125 isolats

Canada

Percentage of susceptible isolates

ingle antibiotics

Antimicrobial Agents and Chemotherapy p. 1546-1548
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Bloﬁlm Compared to Conventional Antimicrobial Susceptibility of
Stenotrophomonas maltophilia Isolates from Cystic Fibrosis Patients
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Antimicrobial Agents and Chemotherapy p. 1546-1548
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Bloﬁlm Compared to Conventional Antimicrobial Susceptibility of
Stenotrophomonas maltophilia Isolates from Cystic Fibrosis Patients

TABLE 1 Most effective antibiotic combinations against planktonically
grown S. maltophilia isolates

% susceptible

) Antibiotic combination isolates (no.)

n=125 isolats
Levofloxacin, y,-azithromycin 99 (124)

Canada Levofloxacin, ,,—trimethoprim-sulfamethoxazole 99 (124)
Levofloxacin, y,—ticarcillin-clavulanate 99 (124)
Levofloxacin, y,-colistin,, 99 (124)
Doxycycline-colistin,, 98 (123)
Levofloxacin, y,-ceftazidime 98 (123)
Colistin, ,—trimethoprim-sulfamethoxazole 98 (123)
Tobramycin-levofloxacin, 98 (123)
Levofloxacin,-colistin,, 98 (122)
Moxifloxacin-colistin,, 98 (122)

Antimicrobial Agents and Chemotherapy p. 1546-1548
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Bloﬁlm Compared to Conventional Antimicrobial Susceptibility of
Stenotrophomonas maltophilia Isolates from Cystic Fibrosis Patients

TABLE 2 Most effective antibiotic combinations against biofilm-grown
S. maltophilia isolates

% susceptible

) Antibiotic combination isolates (no.)
n=125 isolats — —
Ceftazidime-colistin,, 65 (81)
Levofloxacin y,—ticarcillin-clavulanate 62 (78)
Canada - . .
Colistin, ,—trimethoprim-sulfamethoxazole 62 (78)
Moxifloxacin-colistin,, 61 (76)
Doxycycline-colistin,, 60 (75)
Levofloxacin,,-ceftazidime 59 (74)
Levofloxacin,-azithromycin 58 (73)
Levofloxacin,,-colistin, 58 (72)
Levofloxacin,-colistin,, 58 (72)
Ticarcillin-clavulanate—colistin,,, 58 (72)

Antimicrobial Agents and Chemotherapy p. 1546-1548
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Combination Antimicrobial Susceptibility Testing of Multidrug-
Resistant Stenotrophomonas maltophilia from Cystic Fibrosis Patients

" Monothérapies les plus actives :
— minocycline (92,4% de souches sensibles)
n=80 isolats — trimethoprime-sulfamethoxazole (87,3% sensibles)
Ecosse — doxycycline (58,8%)
" Combinaisons les plus synergiques :
— ticarcilline/clavulanate + aztreonam
— ticarcilline/clavulanate + colimycine
— ticarcilline/clavulanate + levofloxacine

Antimicrobial Agents and Chemotherapy p. 4071-4077
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Combination Antimicrobial Susceptibility Testing of Multidrug-
Resistant Stenotrophomonas maltophilia from Cystic Fibrosis Patients

" Associations les plus actives :
— minocycline + trimethoprime-sulfamethoxazole
n=80 isolats — minocycline + piperacilline/tazobactam
— trimethoprime-sulfamethoxazole + ceftazidime

Ecosse . . .
— minocycline + levofloxacine

" Association déconseillée (antagonisme) :

— colimycine + tobramycine

Antimicrobial Agents and Chemotherapy p. 4071-4077
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Chronic Stenotrophomonas maltophilia infection and exacerbation outcomes

In cystic fibrosis™ > 7 ¥
n= 440 Table 2 Adjusted model results of FEV 1% predicted recovery following pulmonary
exacerbation.
« 23 chroniques Variable Regression estimate SE p value
e 29 intermit Increasing age —0.06 0.02 0.02
. 388 jamais Gender (female) -1.11 0490.02
P. aecruginosa -1.23 0.820.13
B. cepacia complex —-1.64 0.58 0.005
Lower BMI z score —0.65 0.21 0.002
Allergic bronchopulmonary aspergillosis (ABPA) 3.16 0.94 0.0008
Greater FEV1 drop from baseline to exacerbation —0.40 0.02 <0.0001
Chronic S. maltophilia 0.03 0.590.86
S. maltophilia antibiotic treatment —0.008 0.010.53

Joumal of Cystic Fibrosis 11 (2012) 813
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Conclusion

1\ Cochrane
so? Library

Cochrane Database of Systematic Reviews

Antibiotic treatment for Stenotrophomonas maltophilia in

people with cystic fibrosis (Review)

Amin R, Waters V

Cochrane Database of Systematic Reviews 2016, Issue 7. Art. No.: CD009249.
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Conclusion

1 § Cochrane
so# Library
Cochrane Database of Systematic Reviews

This review also did not identify any evidence regarding the effec-
tiveness of antibiotic treatment for S. maltophilia in people with
CF with chronic infection. Until such evidence becomes available,
clinicians need to use their clinical judgement as to whether or not
to treat S. maltophilia infection in people with CF in the setting
of chronic infection.

Cochrane Database of Systematic Reviews 2016, Issue 7. Art. No.: CD009249.
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Conclusion

" Achromobacter sp.
— Piperacilline-tazobactam +/- meronem +/- trimethoprime-
sulfamethoxazole ?

— +/-atb inhalé ?

= Stenotrophomonas maltophilia
— trimethoprime-sulfamethoxazole +/- colimycine inhalée ?
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