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Mecillinam (amdinocillin) X5
6-beta-amidinopenicillanic acid o}\OH

Prodrug for oral use: pivmecillinam

developed by Leo Pharmaceutical Laboratories
marketed in the 1970’s

antibacterial activity against gram negative rods
binds to Penicillin binding protein 2 (PBP2)
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DK: Pivmecillinam first line drug for
uncomplicated UTI

Behandling

Anbefalet behandling

Voksne

Pivmecillinam 400 mg p.o. x 3 i 3 dage
eller

Nitrofurantoin 50-100 mg p.o. x 4i 3 dage
eller

Sulfamethizol 1 g p.o. x 2 i 3 dage.

Ved allergi over for ovennaevnte stoffer
Voksne
Trimethoprim 200 mg p.o. x 2 i 3 dage.

http://pro.medicin.dk/Specielleemner/Emner/318565#a000

Also used for complicated UTI and iv mecillinam for
urosepsis
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DK: pivmecillinam consumption in primary
health care

Figure 5.4. Consumption of leading penicillins in primary health care, Denmark DANMAP 2016
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https://www.danmap.org/~/media/Projekt%20sites/Danmap/DANMAP%20reports/DA
NMAP%202016/DANMAP_2016_web.ashx
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Resistance rates remain low.

Table 1 Percentage suscepuibility of Escherichia coli solated from women with acute uncomplicated urinary wact infection in 2000, 2008, and 2014

Country Year  No. of isolates  Mecillinam An:ioﬂdll in-davulanic  Cefadroxil  Nitrofurantoin  Giprofloxacin -~ Trimethoprim
ac

Frame 2014 166 970 940 970 100 95.2 BLS
2000 19 985 NA* 990 ».0 98 B4

Germany 2014 133 970 917 BRO 9.7 Vo Yo 63.2
2000 138 978 NA® 986 93 97.8 77.5

Spain 2014 169 935 799 917 100 69.2 627
2000 191 99.0 NA* 269 58 85.3 749

Sweden 2014 137 985 943 97.1 9.5 n7 83.1°
2008 203 995 NA* 985 100 9.5 817
2000 193 984 NA* 948 100 100 91.2

United Kingdom 2014 124 — 863 952 244 84.7 54.0
2008 201 990 NA* 985 100 9.5 85.1
2000 180 983 NA*® 983 100 9.4 86.7

* See rext for why data for amaoxicillin—clavulanic add are not applicable (NA)
" Additonal 1% intermediate suscepribility

Kahlmeter et al. Infect Dis Ther. 2015 Dec;4(4):417-23.

Low impact on normal intestinal flora

Sullivan et al. Journal of Chemotherapy 2001; 13:3, 299-308
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Clinical breakpoints for Enterobacterales

only for E. coli, Klebsiella spp. and P. mirabilis

Mecillinam - okomplicerad UVI) 8 8 10 15 15
< . coli, Klebsiella spp. och P. mirabili i
~ S —
Borise fran isolerade kolonier i hamningszonen for E. coli.
Agarspadning a)referensmetod for MIC-bestamning av mecillinam.

MIC reference method: agar dilution

Mecillinam (DK och NO) 8 8 10 15 15 |
E. coli, Klebsiella spp. och P. mirabilis ’

Bortse fran isolerade kolonier i hamningszonen fér E. coli.

Agarspadning ar referensmetod fér MIC-bestamning av mecillinam.

Det saknas klinisk evidens far effekt av mecillinam vid andra infektioner &n okomplicerad UVI. For laboratorier i Danmark och
Norge hanvisas till AFAs hemsidor fér mer information om anvandning vid andra indikationer.

https://unn.no/Documents/Kompetansetjenester,%20-sentre%2009%20fagrad/AFA%20-
%20arbeidsgruppen%?20for%20antibiotikaspagrsmal/Farmakokinetikk%200g%20-
dynamikk%20amoksicillin%2009%20mecillinam%202012-05-10.pdf
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Mecillinam MIC distributions

In Enterobacterales (non-E. coli, Klebsiella, P.
mirabilis)
from blood culture isolates from Denmark

determined by agar dilution
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All 10 Danish dept. of clinical microbiology participated

493 isolates, 11 species

Retrospectively collected, frozen isolates from blood

cultures

NordicAST workshop Goéteborg, 8.5.18

IEscherichia coli 45
Klebsiella pneumoniae 43
Klebsiella oxytoca 42
Citrobacter freundi 42
Citrobacter koseri 49
Enterobacter aerogenes 45
[Enterobacter cloacae 47
Morganella morganii 46
Serratia marcescens 48
Proteus mirabilis 43
PProteus vulgaris 43

Barbara Juliane Holzknecht
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Agar dilution

2-fold serial dilution of mecillinam in MH-plates
bacterial suspension 107 CFU/mL

Inoculation
Final inoculum ca. 10* CFU/spot
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Calibration: E. col

E. coli, EUCAST
(n=1636, 4 datasources)

Mecillinam / Escherichia eeli
Internatlanal LIC Distributen - Refersnce Database 20180327
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| MIC distribution

Danish Mecillinam study 2018
E. coli, n=45
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Mecillinam 10 pg vs. MIC ?1 Danish Mecillinam study 2018
E. coli, 1058 isolates (1147 correlates) mic E. coli. n=45
160 - (2 data sources) (mglt) ’
m=512 .
140 . 256 !
1 m128 8- 1
]
| 120 : mes :
E 100 : @32 g |
8 ' ot £ ° 1
g 8o i o8 % :
I [+]
<] | o4 = 1
S 60 - ' @2 ) !
2 I 1
40 - " o [
I m0.5 5 1
25 | : m0.25 :
IO 11111 PO S
0 aﬂf'l - woos oM .1

D m0.03
!nhlbltlon zone dlameter ( mm) inhistion zone ameter (m L

Breakpoints ECOFF
MIC S<8, R>8 mg/L 1 mg/L
Zone diameter S215, R<15 mm

NordicAST workshop Goéteborg, 8.5.18 Barbara Juliane Holzknecht




Herlev og Gentofte Hospital

Mecillinam ¢ Hlehsiella pneumonias
International MIC Distribution - Referance Database 2018-03-27
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Citrobacter freundii (n=37)
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Citrobacter koseri (n=49)
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Enterobacter spp.

0,5 $ |

NordicAST workshop Goéteborg, 8.5.18 Barbara Juliane Holzknecht

p'?é\(/M
W, A,
'?58(,4
7S

60%

E. coli (n=45)

E. cloacae (n=44)

50%

40%
30%
20%
10%
.

0.008 0.016 0.032 0,064 0,125 0,25

E. aerogenes (n=43)

2 4 8 16 32 64 128 256 >256

2
o
o
m r
e




Herlev og Gentofte Hospital

Enterobacter cloacae (n=44)
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Serratia marcescens (n=38)
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Morganella morganii (n=38)
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Proteus spp.

Technical issues reading MICs

— work in progress
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Conclusions

ECOFF 1 seems to be adequate for Citrobacter spp. and
Enterobacter cloacae.

ECOFF for E. aerogenes might be one dilution step
higher, further work is to be done.

Serratia marcescens and Morganella morganii: high
percentage intrinsically resistant + technical problems.
— proposed "-": no BP/ AST not recommended
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Dept. of Clinical Microbiology Herlev: Hanne Wiese
Hallberg, Martin Sgholm lversen, Helene Hartelius

Statens Serum Institut: Frank Hansen
EDL: Erika Matuschek, Gunnar Kahlmeter

Other Danish Dept. of Clinical Microbiology: Lillian Marie
Sges, Maria Kristin Bjornsdottir, Bent Lawe Rgder, Ulrik Stenz
Justesen, Claus Jstergaard, Turid Snekloth Sgndergaard,
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