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Antimicrobial Activity of Dalbavancin against Gram-Positive Bacteria
Isolated from Patients Hospitalized with Bacteremia in United States and
European Medical Centers: Results from the International Dalbavancin

These results support
further investigations
to determine the role
of dalbavancin in the
treatment of BSI.

Dalbavancin was very active
against S. aureus, CoNS,
vancomycin-susceptible
enterococci, B-hemolytic
steptococci, and viridans

group streptococci isolated

from patients with BSI in the
US and Europe.

Based on MIC,
values, dalbavancin
was generally 8- to
32-fold more active

than daptomycin and
vancomycin against
these organisms.
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CONCLUSIONS

JMI Laboratories, North Liberty, lowa, USA

 The most common gram-positive organisms were S. aureus,
E. faecalis, S. epidermidis, 3-hemolytic streptococci, and E. faecium,
but rank order varied markedly by geographic region (Figure 1).

RESULTS

Table 1. Antimicrobial activity of dalbavancin tested against the most common organisms and organism groups

Organism (no. of isolates)

No. and cumulative % of isolates inhibited at dalbavancin MIC (mg/L) of:

<0.004 | 0.008 | 0.015 MIC,,| MIC,,

Table 2. Antimicrobial activity of dalbavancin and comparator agents against the most common gram-positive cocci
isolated from patients with BSI in the United States (US), western Europe (W-EU), and eastern Europe (E-EU)

% Susceptible per CLSI

Organism/

% Susceptible per CLSI

Organism/

 Dalbavancin was highly active against methicillin-susceptible and S aureus (3.908 4 31 970 | 2,840 62 1 003! 0.03 Gt erobial (no. of isolates) i robial (no. of isolates)
-resistant (MRSA) S. aureus, with an MIC_, of 0.03 mg/L in all 3 regions (9,995) 0.1 0.9 25.7 | 98.4 | >99.9 | 100.0 ?:;T;;:::d;a mm ?:olTégzzd;a
(Tables 1 and 2). MSSA (2,607) 3 2o | 061118821 35 | 0.03 | 0.03 ' '
| ! 0.1 1.1 264 | 986 | >99.9 | 100.0 ' ' S. aureus Clindamycin | 0.06 >2 52.5 66.6 70.3
» Based on MIC,_,, values, dalbavancin (MIC,,,, 0.03/0.03 mg/L) was 1 5 300 | 958 | 27 (3.908) (2,239) | (1,343) | (330) _
8- to 16-fold more active than daptomyCin (MIC5O/90’ 0.25/0.5 mg/L) MRSA (1 1301) 0.1 05 24 3 979 | 1000 0.03| 0.03 , , Levofloxacin 4 >4 40.9 44.6 24.3
- - : : : : : : Dalbavancin | 0.03 0.03 100.0 100.0 100.0 Tet i 1 >8 80 .8 85 2 730
and 32-fold more active than vancomycin (MIC_ .., 1/1 mg/L) against etracycline . . .
50/90 I lis (1.053 159 | 752 117 6 1 0 0 1 17 003 | 0.06 . , ,
S. aureus (Table 2). - faecalis (1,053) 151 | 86.5 | 97.6 | 98.2 | 98.3 | 98.3 | 98.3 | 98.4|100.0| 0 | ¥ Daptomycin | 0.25 | 05 | >99.9 | 1000 | 100.0 TMP-SMX> | 1 8 | 543 | 584 | 730
. i i V i 1 1 100.0 100.0 100.0 -
Among S. aslreus, MRSA rateos were higher n the US (41 _:.3?/0) than VAN-S (<4 mg/L) (1,030) 159 | 752 112 6 1 003! 006 a.ncomyc.:ln B'hemOthC_
W-EU (21.5%) or E-EU (27.3%), and ceftaroline susceptibility ranged 154 | 88.4 | 99.3 | 99.9 |100.0 Teicoplanin 0.5 0.5 | 100.0 | 100.0 | 100.0 streptococci (430) | (228) (77)
o o .
from 95.4% (W-EU) to 96.6% (US; Table 2). S. epidermidis (765) 3 fr | 201436 90 17 ) 1 0.03 | 0.06 Linezolid 1 2 | 1000 | 100.0 | 100.0 (735)
« Vancomycin susceptibility varied from 97.3% (E-EU) to 98.3% .4 | 26 | 269 | 859 976 | 99.9 1100.0 - Dalbavancin | 0.015 | 0.03 | 100.0° | 100.0° | 100.0°
(W-EU) among E. faecalis (97.5% in US'.TabIe 2), and dal.bavancin B-hemolytic streptococc 150 213 307 06 17 2 0.015| 0.03 Oxacillin 05 = >8. 785 ref - . ' . . .

. J = 7P ' ’ . (735) 17.7 | 46.7 | 884 | 97.4 | 99.7 | 100.0 | | Ceftaroline 0.25 1 96.6 95.4 96.4 Daptomycin | =0.06 | 0.25 | 100.0 | 100.0 | 100.0
was active against all vancomycin-susceptible E. faecalis (MIC_ 71 155 138 50 15 6 3 11 | 208 . ) ) )
0.03/0.06 mg/L; 100.0%S; Table 1). E. faecium (659) 0.06 | >2 Clindamycin | 0.06 | >2 85.5 96.2 89.1 Vancomycin | 0.5 | 0.5 00.0 00.0 00.0

! ’ 10.8 | 34.3 | 55.2 | 63.1 | 654 | 66.3 | 66.8|68.4|100.0 _ Linezolid 1 5 100.0 100.0 100.0
 Among S. epidermidis, all isolates were inhibited at <0.25 mg/L of VAN-S (<4 mg/L) (397) 68 143 | 133 47 6 003 | 012 Levofloxacin | 0.25 >4 67.6 79.4 85.8 _ ' ' '
dalbavancin (MIC, ., 0.03/0.06 mg/L) and oxacillin resistance ranged =+ MY 17.1 | 53.1 | 86.6 | 98.5 |100.0 ' : Tetracycline | <0.5 | <05 | 95.1 96.0 | 83.6 Ceitriaxone | 0.03 | 0.06 | 100.0 | 100.0 | 100.0
from 66.9% in W-EU to 86.5% in E-EU (73.2% in US; Tables 1 and 2). Viridans group streptococci 116 126 | 140 | 100 20 6 0015 0.03 TMP-SMXb <05 | <05 97 7 99 8 99 7 Ceftaroline | <0.008| 0.015| 100.0 100.0 100.0
* B-hemolytic streptococci exhibited low dalbavancin MIC values (508) 212é8 42156 715872 914('39 9?'8 100.0 E faecalis Penicillin 0.015 | 0.06 | 100.0 100.0 100.0
(MIC5O,90,tO.O15/O;[O?; m?/la) _?_ngl hig,w susczeptibility rates for most S. pneumoniae (461) )6 557 | 963 | 99.8 | 100.0 0.008| 0.015 (1,053) (919) (463) (75) Clindamycin | <025 | 2 20.8 87 7 85 7
comparator agents tested (Tables 1 and 2). | O . hominis (175) 1 4 | 52 | 95 | 19 | 4 003 | 006 Dalbavancin | 0.03 | 0.06 | 97.9¢ | 98.7¢ | 98.7¢ Levofloxacin | 0.5 | 1 98.1 | 974 | 987
* Among E. faecium, vancomycin susceptibility rates varied from 36.6% 0.6 | 29 | 326 | 86.9 | 97.7 |100.0 Daptomycin | 1 1 | 992 | 996 | 100.0 Tetracycline | >4 | >4 | 417 | 522 | 558
in the US t0 61.6% in E-EU and 76.1% in W-EU, and dalbavancin S h i 104 3 16 51 29 4 1 1o _ :
inhibited all vancomycin-susceptible E. faecium at <0.25 mg/L (MIC, ., . haemolyticus (104) 29 | 183 | 673 | 952 | 990 | 100.0 0.06 | 0. Vancomycin 1 2 97.5 98.3 97.3 E. faecium (238) (348) (73)
0.03/0.12 mg/L, Tables 1 and 2) Abbreviations: VAN-S, vancomycin-susceptible. TelCOp anin 0.5 0.5 97.9 98.7 98.7 (659)
Linezolid . 2 09 8 09 8 97 3 Dalbavancin | 0.06 >2 38.7]1° | [81.9]° | [74.0]°
Fi 1. F f -positive bacteria isolated f tients hospitalized with bact ia in the United States, tern E , and tern E in 2018-2020 ' ' ' . . .
igure requency of gram-positive bacteria isolated from patients hospitalized with bacteremia in the United States, western Europe, and eastern Europe in Ampicilli ; 1 100.0 100.0 100.0 Daptomycin 1 5 96.2] | [100.0] | [100.0]
p A. United States p B. Western Europe p C. Eastern Europe | evofloxacin , >4 78 8 73 4 70.7 Vancomycin 0.5 >16 36.6 76.1 61.6
: ot Teicoplanin 1 >16 39.9 82.2 67.1
Others (4.0%) Others (5.0%) Others (3.4%) 87'665pldermlmS (396) (332) (37) Li ; id ’ 2 99.2 99.7 100.0
S. hominis (1.6%) l S. hominis (2.7%) l Viridans group streptococci (1.8%) —\‘ l ( ) Inezoll : : :
S. pneumoniae (4.1%) —\._\. S. pneumoniae (4.6%) N\ S. haemolyticus (2.2%) —\, Dalbavancin | 0.03 0.06 | [100.0]¢| [100.0]¢ | [100.0]° Ampicillin >16 >16 18.5 12.6 2.7
E. faecium — Viridans group streptococci — S. epidermidis —g Daptomycin | 0.25 0.5 100.0 100.0 100.0 Levofloxacin >4 >4 14.7 10.1 2.7
V. d t t . - VanComyCin 2 2 1000 1000 1000 ®MIC,, and MIC, values for the US, W-EU, and E-EU collections combined.
iridans group streptococci ——e _ ] bTrimethoprim-s.ulfamethoxazole. | | | |
B-haemolytic streptococci _ S50 S aureus E faecium —e 0,50, S aureus TeICOpIanln 2 3 99.2 994 97.3 ;I:::;tigT:?pI%ngZl?;ve been applied to all E. faecalis and E. faecium but are only approved for vancomycin-
S 40.3% 42.9% Linezolid 1 1 03.9 90.4 94 .06 :iﬂe pelr)cen’:(agg itnh;‘bitedbat <0.25 Ir.n%/l,;, th”eSs;Jsc?ptible breakpoi?r;[ fo:hS. agreus. I |
S. €p idermidis —CEEL : 4a9u2r§)us Oxacillin > > 20.8 33.1 13.5 approved for g pyogenes, S. agaplgctiae, and S. 5ysga/actiaepgfr.oup. P | ’
: 10.0% 9.8% "The value in the brackets indicates percentage susceptible dose-dependent (SDD).
S. epidermidis—/. E. faecalis—"
10.5% 10.0%
B-haemolytic streptococci e
E. faecium /S ,\_ B-haemolytic streptococci /S ,\_
E faecalis—/. E. faecalis S. pnheumoniae
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* The IDEA Program monitors the in vitro activity of dalbavancin and comparators
against gram-positive bacteria causing bloodstream infection (BSI) and other
iInfections in the United States (US) and Europe (EU).

* The etiology of BSI may vary significantly according to the type of patient and
= source of infection.

* A total of 8,643 organisms were consecutively collected (1/patient) from 74
medical centers located in the US (n=4,544,; 33 centers), western EU (W-EU,;
n=3,330; 28 centers from 10 countries: Belgium, France, Germany, Ireland,
Italy, Portugal, Spain, Sweden, Switzerland, and the United Kingdom), and
eastern EU (E-EU; n=769; 13 centers from 10 countries: Belarus, Czech
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* Dalbavancin allows for convenient parenteral administration, which can be a
single dose of 1500 mg or a dose of 1000 mg followed by 500 mg a week later
for treating ABSSSI.

* Dalbavancin is not licensed to treat BSI| but is potentially important in treating
iInfections due to highly resistant gram-positive cocci.

METHODS

4. Tobudic S, Forstner C, Burgmann H, et al. (2018). Dalbavancin as
. . . . . . . primary and sequential treatment for gram-positive infective endocarditis:
* Isolates were determined to be clinically significant based on local guidelines 2.year experience at the General Hospialof Vienna. Cin Infet Dis 67:

and were submitted to a central monitoring laboratory (JM| Laboratories, North
Liberty, lowa, USA).
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* We evaluated dalbavancin in vitro activity and potency when tested against a
large collection of gram-positive bacteria collected from patients with BSls.




