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Objectives: To assess antibiotic susceptibility of community-acquired respiratory tract isolates from Ivory Coast,
Kenya, Democratic Republic of Congo (DRC) and Senegal in 2011 -14.

Methods: Bacterial isolates were collected and MICs determined using Etest® for all antibiotics except erythro-
mycin, for which testing was by disc diffusion. Susceptibility was assessed using CLSI, EUCAST and pharmacoki-
netic/pharmacodynamic (PK/PD) breakpoints. For macrolide interpretation, CLSI breakpoints were adjusted for
incubation in CO,.

Results: Susceptibility to penicillin (using CLSI oral or EUCAST breakpoints) was low among isolates
of Streptococcus pneumoniae from the DRC and Kenya (17.4% and 19%, respectively) but higher among isolates
from the Ivory Coast (70%) and Senegal (85.7%). Penicillin susceptibility using CLSI iv breakpoints was higher
in all countries, but still only 69.6% in the DRC. Macrolide susceptibility (based on CLSI erythromycin disc
diffusion breakpoints) was also low in Kenya (~65%) but 87%-100% elsewhere. Haemophilus influenzae were
only collected in the DRC and Senegal, with B-lactamase prevalence of 39% and 4%, respectively. Furthermore,
B-lactamase-negative ampicillin-resistant (BLNAR) isolates were found in DRC (four isolates, 17%), but only two
isolates were found in Senegal (by EUCAST definition). Amoxicillin/clavulanic acid in vitro susceptibility was 73.9%
in the DRC and 100% in Senegal based on CLSI breakpoints, but this reduced to 65.2% in the DRC when BLNAR
rates were considered. Clarithromycin susceptibility was >95% in both countries.

Conclusions: There was considerable variability in antibiotic susceptibility among the African countries participat-
ing in the surveillance programme. Thus, continued surveillance is necessary to track future changes in antibiotic
resistance. Use of EUCAST versus CLSI breakpoints showed profound differences for cefaclor and ofloxacin against

S. pneumoniae, with EUCAST showing lower susceptibility.

Introduction

In Africa, acute respiratory infections are the cause of death in
16% of children under 5 years old.! Despite this significant health
problem, few studies report updates on antimicrobial susceptibil-
ity of respiratory pathogens in this continent and the studies to
date are often from large-scale global surveillance programmes
that present combined data for the entire continent rather than
individual countries.?* Local antimicrobial surveillance data in
individual African countries are very limited,* with most of the
data coming from South Africa.” However, recent reviews of stud-
ies of antimicrobial susceptibility in Africa have shown that

resistance patterns vary within Africa®® and results from one
country should not be assumed to apply to another. This makes
surveillance at the country and local level very valuable for guiding
empirical therapy, especially in sub-Saharan Africa, where health-
care providers and patients must often rely on affordable first-line
antibiotics that may have lost their clinical effectiveness.?
Knowledge of resistance patterns is especially important for
community-acquired pneumonia (CAP), since it is usually treated
empirically without identification of the causative agent or its
antibiogram.

The Survey of Antibiotic Resistance (SOAR) is an ongoing
surveillance study of key respiratory pathogens. SOAR has
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been monitoring antimicrobial resistance in Africa, the Middle
East, Latin America, Asia-Pacific and the Commonwealth
of Independent States countries since 2002. For this report,
recent SOAR data from hospitals in the Democratic Republic of
Congo, Ivory Coast, Kenya and the Republic of Senegal were ana-
lysed to provide a picture of the current state of antimicrobial
susceptibility.

Materials and methods

Collaborating centres

Isolates were collected from five sites in four countries: CUK/RDC,
Democratic Republic of Congo; Institut Pasteur de Cote d’Ivoire, Ivory
Coast; Université Cheikh Anta Diop, Senegal; Kenyatta National Hospital,
Kenya and Aga Khan University Hospital, Kenya.

Clinical isolates (from outpatients who attended the
university/national hospitals)

During 2011-14, a total of 277 clinical respiratory isolates, comprising
231 isolates of Streptococcus pneumoniae (23 from the Democratic
Republic of Congo, 110 from the Ivory Coast, 84 from Kenya and 14
from Senegal) and 46 isolates of Haemophilus influenzae were analysed
(23 from the Democratic Republic of Congo and 23 from Senegal).
Paediatric patients (<12 years old) accounted for 93 (33.6%) isolates,
adult patients (13-64 years old) accounted for 170 (61.4%) isolates
and the elderly (=65 years) accounted for 14 (5.1%) isolates. Isolates ori-
ginated from a variety of infection sources, including blood, tracheal
aspirate, bronchoalveolar lavage, middle ear effusion, pleural aspirate
and sputum. Organisms were identified using conventional methods
(optochin susceptibility/bile solubility for S. pneumoniae and X and V
factor requirement for H. influenzae). Duplicate isolates from the same
patient were excluded from analysis.

Susceptibility testing

MICs were determined in selected local laboratories using the gradient
strip Etest® susceptibility method according to the manufacturer’s instruc-
tions (bioMérieux, Marcy I’Etoile, France). B-Lactamase production was
determined by a chromogenic cephalosporin (nitrocefin) disc method.
Disc diffusion susceptibility testing was carried out according to CLSI
methodology.” Study drugs for S. pneumoniae evaluated by Etest® varied
by country and included penicillin, amoxicillin, amoxicillin/clavulanic acid,
azithromycin, cefaclor, ceftriaxone, cefuroxime, chloramphenicol, clarithro-
mycin, clindamycin, erythromycin (only in Kenya by Etest®), levofloxacin,
moxifloxacin, ofloxacin, tetracycline and trimethoprim/sulfamethoxazole.
Study drugs for H. influenzae evaluated by Etest® included amoxicillin/
clavulanic acid, ampicillin, azithromycin, cefaclor, cefixime, cefuroxime,
ciprofloxacin, clarithromycin, levofloxacin, ofloxacin and trimethoprim/
sulfamethoxazole. Erythromycin was also evaluated by disc diffusion.
Susceptibility to the study drugs was calculated based on CLSI break-
points,® except for macrolides and clindamycin, where Etest® breakpoints
for incubation in CO, were used. In addition, susceptibility based on the
EUCAST and pharmacokinetic/pharmacodynamic (PK/PD) breakpoints
was analysed where applicable to assess whether adoption of these break-
points would affect rates of susceptibility.*'° EUCAST and PK/PD break-
points were not evaluated for macrolides (except erythromycin for
EUCAST) or clindamycin because, unlike CLSI, these are not adjusted for
incubation in CO, by bioMérieux. Breakpoints are shown in Table 1.

Quality control and data analysis

Quality control strains Staphylococcus aureus ATCC 29213, S. pneumoniae
ATCC 49619, H. influenzae ATCC 49247, H. influenzae ATCC 49766,

Escherichia coli ATCC 25922 and E. coli ATCC 32518 were included on
each day of testing. Results of susceptibility testing were accepted if the
results of the control strains were within published limits. Differences in
susceptibility between age groups and countries were assessed for statis-
tical significance with Fisher’s exact test using XLSTAT version 2011.1.05. A
P value <0.05 was considered statistically significant.

Results

S. pneumoniae

Of the 231 S. pneumoniae isolates collected in the four African
countries, 85 were from sputum (36.8%), 62 from blood
(26.8%), 42 from ear effusion (18.2%), 25 from tracheal aspirate
or bronchoalveolar lavage (10.8%) and 17 from pleural aspirate
(7.4%). Paediatric patients (<12 years old) contributed 82
(35.5%) isolates, adults (13-64 years old) 139 isolates (60.2%)
and the elderly (=65 years) 10 isolates (4.3%).

Summary MIC and susceptibility data for S. pneumoniae are
shown in Table 2. MIC distribution data are given in Table 3.
By CLSI penicillin iv (non-meningitis) breakpoints, >95% of
S. pneumoniae were penicillin susceptible in all countries, except
Democratic Republic of Congo (69.6%), whereas based on CLSI
penicillin oral and EUCAST breakpoints, the proportion of penicillin-
susceptible isolates was 85.7% in Senegal (albeit with small sam-
ple size of 14 isolates), 70% in Ivory Coast, 19% in Kenya and
17.4% in Democratic Republic of Congo (Table 2).

The most consistent in vitro activity in the region was shown by
levofloxacin, with >98% of pneumococcal isolates showing sus-
ceptibility by all three breakpoints in all four countries. Similarly,
100% of isolates were susceptible to amoxicillin/clavulanic acid
(and by inference of amoxicillin alone) by both CLSI and PK/PD
breakpoints in Ivory Coast and Senegal, and >95% susceptible
by these breakpoints in Kenya. Cefuroxime was very active against
isolates from the Ivory Coast and Senegal with >90% susceptibil-
ity using all three breakpoints. However, isolates from the
Democratic Republic of Congo and Kenya showed <80% suscep-
tibility by CLSI and PK/PD breakpoints and 30.4% and 54.8%,
respectively, using the EUCAST breakpoint. Macrolides were active
against >95% of S. pneumoniae in Ivory Coast and Senegal, 87%
in Democratic Republic of Congo, but only 64.1% in Kenya, based
on erythromycin susceptibility using CLSI breakpoints. Using all
three breakpoints, trimethoprim/sulfamethoxazole activity was
low in Democratic Republic of Congo (73.9%-78.3%), Ivory
Coast (50%-54.6%) and Senegal (14.3%-21.4%), as was tetra-
cycline activity in Kenya (<50%).

Cefaclor and ofloxacin demonstrated significant variation in
percentage susceptibility when different breakpoints were
applied. Cefaclor was active against 60% of isolates from the
Ivory Coast and 78.6% from Senegal using CLSI breakpoints,
whereas the PK/PD breakpoint resulted in 17.3% and 42.9% sus-
ceptibility, respectively, and EUCAST breakpoints showed non-
susceptibility in both countries. Percentage susceptibility values
for ofloxacin using CLSI breakpoints were >85% in Democratic
Republic of Congo, Ivory Coast and Senegal, but only 43.5%,
1.8% and 0%, respectively, using EUCAST breakpoints.

Figure 1 shows the direct comparison between countries of
percentage antimicrobial susceptibility (based on CLSI break-
points) tested by at least two countries collecting a minimum of
20 isolates. Isolates recovered from patients in the Ivory Coast
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Table 1. MIC breakpoints (mg/L) used for S. pneumoniae and H. influenzae isolates

S. pneumoniae H. influenzae All species
CLSI EUCAST CLSI EUCAST

PK/PD
Antimicrobial S I R S I R S I R S I R (S only)
Amoxicillin <2 4 >8 NA NA NA NT NT NT NT NT NT <2
AMC® <2 4 >8 NA NA NA <4 — >8 <2 — >4 <2 (<4)
Ampicillin NT NT NT NT NT NT <1 2 >4 <1 — >2 NA
Azithromycin® <4 >16 NA NA NA <8 — —b NA NA NA NA
Cefaclor <1 2 >4 <0.03 0.06-0.5 >1 <8 16 >32 NA NA NA <0.5
Cefixime NA NA NA NA NA NA <1 — — <012 — >0.25 <1
Ceftriaxone <1 2 >4 <0.5 1-2 >4 NT NT NT NT NT NT <1
Cefuroxime® <1 2 >4 <0.25 0.5 >1 <4 8 >16 <0.12 0.25-1 >2 <1
Ciprofloxacin NT NT NT NT NT NT <1 — — <0.5 — >1 <1
Chloramphenicol <4 — >8 <8 — >16 NT NT NT NT NT NT NA
Clarithromycin <0.5 1 >2 NA NA NA <16 32 >64  NA NA NA NA
Clindamycin® <0.5 1 >2 NA NA NA NA NA NA NA NA NA NA
Erythromycinb <1 2 >4 <1 2 >4 NT NT NT NT NT NT NA
Levofloxacin <2 4 >8 <2 — >4 <2 — — <1 — >2 <2
Moxifloxacin <1 2 >4 <0.5 — >1 NT NT NT NT NT NT <1
Ofloxacin <2 4 >8 <0.12 0.25-4 >8 <2 — — <0.5 — >1 NA
Penicillin (oral) <0.06 0.12-1 >2 <0.06 0.12-2 >4 NA NA NA NA NA NA NA
Penicillin (iv)¢ <2 4 >8 note® NA NA NA NA NA NA NA NA NA
Tetracycline <1 2 >4 <1 2 >4 NT NT NT NT NT NT NA
SXT <0.5 1-2 >4 <1 2 >4 <0.5 1-2 >4 <0.5 1 >2 <0.5

AMC, amoxicillin/clavulanic acid; SXT, trimethoprim/sulfamethoxazole; S, susceptible; I, intermediate; R, resistant; NA, not applicable; NT, not tested.
“Tested at a 2:1 amoxicillin to clavulanic acid ratio; breakpoints are expressed as the amoxicillin component. PK/PD breakpoint based on a high dose
(4 g of amoxicillin with 250 mg of clavulanic acid per day for adults) is shown in parentheses.

bbioMérieux Etest® breakpoints for incubation in CO5.
“Breakpoints used are for cefuroxime axetil.

dParenteral non-meningitis breakpoints. EUCAST do not give iv breakpoints.

®EUCAST do not give iv breakpoints but dose-specific susceptible breakpoints are noted for pneumonia: 1.2 gx4 (MIC <0.5 mg/L=susceptible), 1.2 gx6
or 2.4 gx4 (MIC <1 mg/L=susceptible) and 2.4 gx6 (MIC <2 mg/L=susceptible).

showed significantly higher susceptibility to cefuroxime and
penicillin than both Kenya and Democratic Republic of Congo.
Susceptibility to trimethoprim/sulfamethoxazole was lowest
(14.3%) in Senegal but was 50% in Ivory Coast and 73.9% in
Democratic Republic of Congo. Antimicrobial susceptibility was
generally lower in Kenya than in the two other countries, with sig-
nificantly lower susceptibility to azithromycin (65.6%) compared
with Democratic Republic of Congo and to cefuroxime and eryth-
romycin compared with Ivory Coast.

CLSI guidelines indicate that isolates susceptible to penicillin G
(MIC <0.06 mg/L) can be reported as susceptible to amoxicillin/
clavulanic acid, ceftriaxone, cefaclor and cefuroxime. Data from
this study (all isolates combined) confirmed this, in that all
penicillin-susceptible S. pneumoniae were also susceptible to the
B-lactam antibiotics listed above apart from 24 out of 114
penicillin-susceptible isolates (21.1%) that were non-susceptible
to cefaclor. However, the reverse was not always found. All 206
penicillin-non-susceptible isolates were amoxicillin/clavulanic
acid susceptible and all but one was ceftriaxone susceptible. For
cefuroxime, 74.2% of penicillin-non-susceptible isolates were sus-
ceptible. However, only 14.5% of penicillin-non-susceptible

S. pneumoniae were cefaclor susceptible (27.7%). A similar ‘expert
rule’ is provided by EUCAST but for penicillins only, i.e. amoxicillin/
clavulanic acid (amoxicillin). However, unlike CLSI, individual
breakpoints are not provided by EUCAST for amoxicillin/clavula-
nate to make this comparison.

Prevalence of antibiotic susceptibility among PSSP, PISP
and PRSP isolates (based on CLSI penicillin oral
breakpoints)

Combining all isolates from the four African countries, susceptibil-
ity was compared among penicillin-susceptible S. pneumoniae
(PSSP), penicillin-intermediate S. pneumoniae (PISP) and penicillin-
resistant S. pneumoniae (PRSP) isolates for those agents where
at least 20 isolates were tested in at least two penicillin suscepti-
bility subsets (Figure 2). PSSP isolates were 100% susceptible to
amoxicillin/clavulanic acid, cefuroxime and levofloxacin and
>90% were susceptible to clarithromycin, ofloxacin and erythro-
mycin. The activities of cefaclor and trimethoprim/sulfamethoxa-
zole were lower, at 72% and 51%, respectively. Among the PISP
isolates, >95% were susceptible to amoxicillin/clavulanic acid,
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Table 2. MIC and susceptibility results for S. pneumoniae isolates

Susceptibility

MIC (mg/L) CLSI PK/PD EUCAST
Country/antimicrobial n 50% 90% min max %S %I %R %S %S %]I %R
Democratic Republic of Congo
azithromycin® 23 0.5 2 0.03 16 91.3 0 8.7 NA NA NA NA
cefixime 23 0.25 2 <0.015 32 NA NA NA 87.0 NA NA NA
cefuroxime® 23 0.5 4 0.03 32 78.3 8.7 13.0 78.3 30.4 34.8 34.8
levofloxacin 23 0.25 1 0.004 2 100 0 0 100 100 0 0
ofloxacin 23 0.25 1 0.004 >32 95.7 0 XA NA 43.5 52.2 4.
penicillin (oral) 23 0.5 8 0.06 32 17.4 47.8 34.8 NA 17.4 52.2 30.4
penicillin (iv) 23 0.5 8 0.06 32 69.6 17.4 13.0 NA 52.2-69.6 NA NA
SXT 23 0.25 >32 0.004 >32 73.9 4.4 21.7 73.9 78.3 0 21.7
erythromycin® 23 NT NT NT NT 87.0 4.3 8.7 NA 87.0 0.0 13.0
Ivory Coast
AMCEe 110 0.03 0.12 <0.015 2 100 0 0 100 (100) NA NA NA
cefaclor 110 1 4 0.25 64 60.0 22.7 17.3 173 0 17.3 82.7
cefuroxime 110 0.06 0.25 <0.015 1 100 0 0 100 97.3 1.8 0.9
clarithromycin® 110 0.03 0.06 <0.015 256 95.5 0 4.5 NA NA NA NA
levofloxacin 110 1 1 0.25 8 98.2 0.9 0.9 98.2 98.2 0 1.8
ofloxacin 110 2 4 0.015 32 86.4 9.1 4.5 NA 1.8 93.6 4.6
penicillin (oral) 110 0.03 0.5 <0.002 4 70.0 25.5 4.5 NA 70.0 28.2 1.8
penicillin (iv) 110 0.03 0.5 <0.002 4 98.2 1.8 0 NA 93.7-98.2 NA NA
SXT 110 0.5 4 0.015 32 50.0 26.4 236 50.0 54.6 21.8 236
erythromycin® 110 NT NT NT NT 96.4 1.8 1.8 NA 93.6 4.6 1.8
Kenya
amoxicillin 64 0.5 2 <0.015 16 92.2 1.6 6.2 92.2 NA NA NA
AMCYe 84 0.25 2 <0.015 >256 95.2 1.2 3.6 95.2 (96.4) NA NA NA
azithromycin 64 2 >256 0.25 >256 65.6 6.3 28.1 NA NA NA NA
ceftriaxone 84 0.25 1 0.008 8 96.4 1.2 2.4 96.4 82.1 15.5 2.4
cefuroxime 84 0.25 4 <0.015 32 66.7 17.9 15.5 66.7 54.8 4.8 40.5
chloramphenicol 64 0.25 >256 0.03 >256 68.7 0.0 313 NA 73.4 0 26.6
erythromycin® 64 0.25 >256 0.06 >256 64.1 3.1 32.8 NA 64.1 3.1 32.8
levofloxacin 20 0.5 1 0.25 1 100 0 0 100 100 0 0
moxifloxacin 84 0.12 0.25 0.03 0.5 100 0 0 100 100 0 0
penicillin (oral) 84 1 2 <0.015 >256 19.0 60.7 20.2 NA 19.0 69.0 4.8
penicillin (iv) 84 1 2 <0.015 >256 95.2 1.2 3.6 NA 46.4-95.2 NA NA
tetracycline 64 8 32 0.06 >256 46.8 1.6 51.6 NA 46.9 1.6 51.6
Senegal
AMCe 14 <0.015 0.03 <0.015 0.03 100 0 0 100 (100) NA NA NA
cefaclor 14 1 2 0.12 2 78.6 21.4 0 42.9 0 42.9 57.1
cefixime 14 0.5 2 0.12 2 NA NA NA 85.7 0 0 0
cefuroxime 14 0.06 0.25 <0.015 0.5 100 0 0 100 92.9 7.1 0
clarithromycin® 14 0.06 0.12 <0.015 0.12 100 0 0 NA NA NA NA
clindamycin 14 0.12 0.25 0.06 0.25 100 0 0 NA NA NA NA
levofloxacin 14 0.5 1 0.5 1 100 0 0 100 100 0 0
ofloxacin 14 2 2 1 2 100 0 0 NA 0 100 0
penicillin (oral) 14 0.03 0.12 <0.015 0.12 85.7 143 0 NA 85.7 143 0
penicillin (iv) 14 0.03 0.12 <0.015 0.12 100 0 0 NA 100 NA NA
SXT 14 4 32 0.06 32 143 28.6 57.1 143 21.4 21.4 57.1
erythromycin® 14 NT NT NT NT 100 0 0 NA 100 0 0

S, susceptible; I, intermediate; R, resistant; NA, no breakpoint data available (NA for azithromycin, clarithromycin and clindamycin by PK/PD and EUCAST
and for erythromycin by EUCAST because Etest® breakpoints in CO, not available); NT, not tested for MIC; SXT, trimethoprim/sulfamethoxazole; AMC,
amoxicillin/clavulanic acid.

%ioMérieux Etest® breakpoints for incubation in CO,.

®Breakpoints used are for cefuroxime axetil.

“Using S/I/R zone diameters (mm) of CLSI (<15/16-20/>21) and EUCAST (<18/19-21/>22).
dAmoxicillin/clavulanic acid PK/PD susceptibility at high dose shown in parentheses.

€For S. pneumoniae susceptibility to amoxicillin alone can be inferred from amoxicillin/clavulanic acid data.
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Table 3. Distribution of MICs for S. pneumoniae isolates

Number of isolates at MIC (mg/L)

Country/antimicrobial n  <0.002 0.004 0.008 <0.015 0.015 0.03 0.06 0.12 025 05 1 2 4 8 16 32 >32 128 >256

Democratic Republic of Congo

azithromycin 23 0 0 0 0 0 3 1 2 5 5 2 3 0 0 2 0 O 0 0
cefixime 23 0 0 0 1 0 3 3 1 7 32 1 1 00 1 0O 0 0
cefuroxime 23 0 0 0 0 0 1 1 1 4 8§ 3 2 1 1 0 1 0 0 0
levofloxacin 23 0 3 1 0 6 1 0 0 4 33 2 0 0 O0 O O 0 0
ofloxacin 23 0 4 2 0 3 0 0 1 6 32 1 0 00 0 1 0 0
penicillin 23 0 0 0 0 0 0 4 4 2 2 3 1 4 1 0 2 0 0 0
SXT 23 0 1 2 0 1 0 1 1 6 5 1 0 0 1 0 1 3 0 0
<0.002 0.004 0.008 <0.015 0.015 0.03 0.06 012 025 05 1 2 4 8 16 32 64 128 256
Ivory Coast
AMC 110 0 0 0 35 0 37 17 11 8 1 0 1 0 00 O O 0 0
cefaclor 110 0 0 0 0 0 0 0 0 1 18 47 25 14 3 0 1 1 0 0
cefuroxime 110 0 0 0 A 0 8 22 22 11 2 1 0 0 00 0 O 0 0
clarithromycin 110 0 0 0 35 0 51 17 1 0 1 0 1 0 0 1 0 0 3
levofloxacin 110 0 0 0 0 0 0 0 0 2 36 62 8 1 1 0 O 0 0 0
ofloxacin 110 0 0 0 0 1 0 1 0 0 4 14 75 10 3 1 1 0 0 0
penicillin 110 2 5 5 0 24 21 20 9 12 5 2 3 2 00 0 O 0 0
SXT 110 0 0 0 0 1 0 3 16 21 14 5 24 19 2 1 4 0 0 0
<0.002 0.004 0.008 <0.015 0.015 0.03 0.06 012 025 05 1 2 4 8 16 32 64 128 >256
Kenya
amoxicillin® 64 0 0 0 9 0 4 3 3 9 4 14 13 1 1 3 0 O 0 0
AMC 84 0 0 0 17 0 3 3 15 7 42110 1 1 1 O 0 0 1
azithromycin® 64 0 0 0 0 0 0 0 0 1 2 18 17 4 4 1 2 0 0 15
ceftriaxone 84 0 0 4 0 10 0 7 11 11 26 12 1 1 1 0 O 0 0 0
cefuroxime 84 0 0 0 17 0 0 5 10 14 4 6 15 10 0 1 2 0 0 0
chloramphenicol® 64 0 0 0 0 0 1 5 17 18 o o 2 1 3 2 1 0 0 14
erythromycin® 64 0 0 0 0 0 0 8 17 14 11 2 2 2 3 0 0 0 14
levofloxacin® 20 0 0 0 0 0 0 0 0 1 11 8 0 0O O O O O 0 0
moxifloxacin 84 0 0 0 0 0 1 9 60 13 1 0 0 O 0O 0 O 0 0 0
penicillin 84 0 0 0 12 0 2 2 6 9 8 2813 1.1 1 0 O 0 1
tetracycline® 64 0 0 0 0 0 0 1 18 8 2 1 1 012 8 7 2 1 3
<0.002 0.004 0.008 <0.015 0.015 0.03 0.06 012 025 05 1 2 4 8 16 32 64 128 256
Senegal
AMC 14 0 0 0 8 0 6 0 0 0 0 0 0o 0O 00 O O 0 0
cefaclor 14 0 0 0 0 0 0 0 1 0 5 5 3 0 00 0 O 0 0
cefixime 14 0 0 0 0 0 0 0 3 3 5 1 2 0 0 0 O 0 0 0
cefuroxime 14 0 0 0 1 0 5 5 1 1 1 0 0 O O 0 O 0 0 0
clarithromycin 14 0 0 0 1 0 3 4 6 0 0O 0 0 0 00 0 o 0 0
clindamycin 14 0 0 0 0 0 0 4 5 5 0O 0 0 0O 00O O O 0 0
levofloxacin 14 0 0 0 0 0 0 0 0 0 10 4 0 O O O O O 0 0
ofloxacin 14 0 0 0 0 0 0 0 0 0 0 311 0 0 0 O O 0 0
penicillin 14 0 0 0 4 0 7 1 2 0 0O 0 0 0 00 0 O 0 0
SXT 14 0 0 0 0 0 0 1 0 0 11 3 1 1 1 5 0 0 0

AMC, amoxicillin/clavulanic acid; SXT, trimethoprim/sulfamethoxazole.
“Not all isolates were tested with this antibiotic.
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Figure 1. Percentage susceptibility rates (with 95% confidence intervals)
for antimicrobials against S. pneumoniae by country according to CLSI
breakpoints. ®Azithromycin was not tested in Ivory Coast. ®Sample sizes
in Kenya were: azithromycin and erythromycin, n=64; levofloxacin,
n=20. “Amoxicillin/clavulanic acid was not tested in Democratic
Republic of Congo. In Senegal only 14 S. pneumoniae isolates were
collected. Therefore Senegal data have not been included in this figure.
AMC, amoxicillin/clavulanic acid; SXT, trimethoprim/sulfamethoxazole.
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PSSP 105 89 109 89 95 93 109 93 93

PISP 81 30 92 30 53 41 92 41 41
PRSP 22 5 30 5 19 13 30 13 13

Figure 2. Percentage susceptibility rates (with 95% CIs) for antimicrobials
according to CLSI breakpoints against penicillin-susceptible (PSSP),
penicillin-intermediate (PISP) and penicillin-resistant S. pneumoniae
(PRSP), combining results from Democratic Republic of Congo, Ivory
Coast, Kenya and Senegal. Penicillin susceptibility categories are based
on oral penicillin CLSI breakpoints. Sample sizes varied by antimicrobial
agents and are shown below the bar chart. “Only isolates with
erythromycin testing by disc diffusion were included. AMC, amoxicillin/
clavulanic acid; CEC, cefaclor; CXM, cefuroxime; CLR, clarithromycin;
LVX, levofloxacin; OFX, ofloxacin; PEN, penicillin; SXT, trimethoprim/
sulfamethoxazole; ERY, erythromycin.
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Figure 3. Percentage susceptibility rates (with 95% CIs) for antimicrobials
against S. pneumoniae from Ivory Coast by age group according to CLSI
breakpoints. *Susceptibility significantly lower in paediatric than adult
patients (P<0.05). Elderly patients contributed only six isolates and
were not included in this analysis. AMC, amoxicillin/clavulanic acid; SXT,
trimethoprim/sulfamethoxazole.

clarithromycin, levofloxacin and erythromycin. Susceptibility to all
other agents was <80%, except to ofloxacin (85% susceptible).
Sample sizes for PRSP isolates were small for most agents, result-
ing in susceptibility estimates with wide confidence intervals.
Levofloxacin (95% susceptible) and amoxicillin/clavulanic acid
(86%) were the two most active agents against these isolates,
with all other agents showing susceptibility rates of <70%.

Age group analysis

Differences in the susceptibility of S. pneumoniae from adult and
paediatric patients were investigated for isolates from the Ivory
Coast and Kenya (sample sizes >20). For Ivory Coast isolates, a
statistically significant difference was found only for ofloxacin,
with paediatric isolates almost 20 percentage points less suscep-
tible than isolates from adults (Figure 3). In Kenya no significant
differences between adult and paediatric patients were found
for any of the tested antimicrobials (data not shown).

H. influenzae

Isolates of H. influenzae were only collected from the Democratic
Republic of Congo and Senegal. The isolates from these countries
comprised 11 from paediatric patients (24%), 31 from adult
patients (67%) and 4 from elderly patients (9%).

Of the 23 H. influenzae isolates from Democratic Republic of
Congo, 22 (96%) came from middle ear effusion and one from
pleural fluid. The Senegal isolates came from sputum (14/23,
61%), tracheal aspirate (7/23, 30%) and middle ear effusion
(2123, 9%).

In Democratic Republic of Congo, 9 of 23 isolates were
B-lactamase-positive (39.1%), whereas in Senegal it was only 1
of 23 (4.3%). Of the 14 B-lactamase-negative isolates in
Democratic Republic of Congo, 4 isolates (17.4% of all H. influen-
zae) were B-lactamase negative, ampicillin resistant by CLSI def-
inition (BLNAR, ampicillin MIC >4 mg/L), whereas in Senegal no
such isolates were found. Using the EUCAST BLNAR definition
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Table 4. MIC and susceptibility results for H. influenzae isolates

Susceptibility

MIC (mg/L) CLSI PK/PD EUCAST
Antimicrobial Isolategroup n 50% 90% min max %S %]l %R %S %S %]I %R
Democratic Republic of Congo
AMC®P all 23 1 16 0.03 32 73.9 (65.2)¢ 0 26.1 (34.8)° 69.6 (73.9) 69.6(60.9)¢ 0 30.4 (39.1)¢
BL— 14 0.5 8 0.03 16 78.6 0 214 78.6 (78.6) 78.6 0 21.4
ampicillin all 23 0.5 32 0.03 >256 69.6 8.7 217 NA 69.6 0 30.4
BL— 14 0.5 32 0.06 >256 71.4 0 28.6 NA 71.4 0 28.6
azithromycin® all 23 0.25 16 0.03 >256 82.6 0 17.4 NA NA NA NA
BL— 14 0.25 16 0.03 32 85.7 0 14.3 NA NA NA NA
cefaclor® all 23 0.25 0.03 8 100 (82.6)¢ 0 0(17.4)¢ 73.9 NA NA NA
BL— 14 0.25 2 0.03 4 100 0 0 71.4 NA NA NA
cefixime all 23 0.5 16 <0.015 16 82.6 0 17.4 82.6 30.4 0 69.6
BL— 14 0.25 16 <0.015 16 85.7 0 14.3 85.7 35.7 0 64.3
cefuroxime®4 all 23 0.5 4 0.03 16 95.7 (78.3)¢ 0 4.4 (21.7)¢ 78.3 26.1 (21.7)¢ 522 (47.8)¢ 21.7 (30.4)¢
BL— 14 0.5 4 0.03 16 92.9 0 7.1 71.4 21.4 50.0 28.6
ciprofloxacin all 23 0.25 2 0.004 4 82.6 0 17.4 82.6 82.6 0 17.4
BL— 14 0.25 2 0.004 4 85.7 0 14.3 85.7 85.7 0 143
clarithromycin® all 23 0.25 16 0.03 >256 95.7 0 b4 NA NA NA NA
BL— 14 0.25 16 0.03 >256 92.9 0 7.1 NA NA NA NA
SXT all 23 0.5 >32 0.004 >32 60.9 17.4 217 60.9 60.9 8.7 30.4
BL— 14 0.5 >32 0.004 >32 57.1 143  28.6 57.1 571 7.1 35.7
Senegal
AMC®P All 23 0.5 2 0.12 4 100 0 0 95.7 (100) 95.7(91.3)¢* O 4.3 (8.7)¢
BL— 22 0.5 1 0.12 4 100 0 0 95.5(100)  95.5 0 4.6
ampicillin all 23 0.25 1 0.06 2 91.3 87 0 NA 91.3 0 8.7
BL— 22 0.25 1 0.06 2 90.9 91 O NA 90.9 0 9.1
cefaclor® all 23 4 16 1 64 87.0 87 43 0 NA NA NA
BL— 22 4 16 1 64 86.4 9.1 46 0 NA NA NA
cefixime all 23 0.06 0.12 <0.015 0.5 100 0 0 100 91.3 0 8.7
BL— 22 0.06 0.12 <0.015 0.5 100 0 0 100 90.9 0 9.1
cefuroxime® all 231 4 0.25 4 100 0 0 82.6 0 82.6 17.4
BL— 22 1 2 0.25 4 100 0 0 86.4 0 86.4 13.6
ciprofloxacin all 23 0.015 0.03 0.004 32 95.7 0 4.3 95.7 95.7 0 4.3
BL— 22 0.015 0.03 0.004 32 95.5 0 4.6 95.5 95.5 0 4.6
clarithromycin® all 23 8 16 2 32 95.7 43 0 NA NA NA NA
BL— 22 8 16 2 32 95.5 46 0 NA NA NA NA
levofloxacin all 23 0.015 0.015 0.008 32 95.7 0 4.3 95.7 95.7 0 4.3
BL— 22 0.015 0.015 0.008 32 95.5 0 4.6 95.5 95.5 0 4.6
ofloxacin all 23 0.03 0.06 0.015 32 95.7 0 4.3 NA 95.7 0. 4.3
BL— 22 0.03 0.06 0.015 32 95.5 0 4.6 NA 95.5 0 4.6
Continued

#1-T110¢ PAUSY pup JobaUsS 1sP0)) AIOAT QYA HVOS

IV



L
eta
Ndouba
-
Kaco

cratic
0 s
m e
he De isomltinS
ﬂO”];dtWZRSUihe
. olote;.‘fo/())ttoqe BL'E with
of is r(1 Sis, lude are
mber at fouonolyre inc nzae In
the nUOinecégl. Fonrgo we H iﬂﬂuT%ble Sa'cid
L), em ne 0 r'in ic d
. mgéong‘; din on of été- data Zogiveg‘lqvulgfsl cing
(MIC blic Oére f(ziL:: ReplétiVe I;(t)ibi“té/oto G):iCil“nz/ae bg60/°’ tlizins
u g e ion o n 69. S -
Rep %) w cra -ne usc tio ame flue t R n
0 o ase d st ibu o, in ra LNA eco
(10 Demtam an distr ong rH. lowe I8 ldb lor
m -lac IC C. fC fo . a u fQC._
frtoher B rlsorlt/) ll\é' 4, ,\glub“csoﬁ's:/: s“gt'tob\:ved‘;;gns Sggid,ﬂgi, C“?O
0 ml ic Re a ia. ic d
A Su in Ta tic Re Was ts, b ria on lan rrec ced -
s n ratic ility oin riteri alc b o du iso
i
3 the 0s K/P nd un ox IC.W ac L, > ec la-
. | i v:aosepi/wsuw@?; to z?‘thaa“iulo9ncsene%%rf?ﬁon;i;p
S 9 £ z hig se Tor pti tive ¢ in/c ST. ica oxac hsu tic
0 IS oy -do CLS sce ec icilli CA lOn. ofl it cl’o.
= et ow -su ) Sp X1 EU vu n, , W ¢} N
% Cg) I'(fourebdynon.me’ |r1eo Org]go/o byclln/i:/loaﬂoxgiounggyln Dtir:’]omt):/ﬁo_
= < g | € & Clnl SUSCeCLSIO tible: roﬂoh OctlvintS'ITor Oqlin Ono/o bosesus_
A e § = oL by i o hi%reokpocefac mPin<7f.SolOteZdi”9
o £ Z 65'Swereo'ﬂtushow all ime, eas qbilityo. nori depe CLSI,
£ = late eakp also % bnyrOX her pti ortio dly en | ity
< o br in 90 erur ) W sce rop rke twe tiv
= = he We f> C ibility su ep ma be itro ac ed
] 2 t hrom eso ngo, ti ed th ied esb itr pp
= = t . at (0] ep oW es, arl nc nv ro _
S ~ o £ . s :ibi“t)élric 09‘655}0 Suggoleﬁtountfrxmﬁevdfffrreoxmer:t but ?espgﬁ/z,
© = bS] u X t e u 6] ints, d B
4 = s Rep ed > ethombo nd c tot.s,Ce akp oin n iso
o a iotic re kp a IS
> RN sh;vgsul;iggwged, S e
= 5 g S r ints u S d inst . Re S
= 5 g g p Ibre oce ints thes: by EU an ins tic CA
HHFe E %éﬂb‘e;eokpi%a st oy
o 2 o S = o c the d th ico s a in bas ible do
312 S 2 = n ana bo % by bli wa ints % ept se s
’ L EucAiés%n'z ﬁeﬁng'mtfreogpfo e
ko2 5 - as % a ocra gal. K/PD pe es W eakp cenx ity~Wof
= @ $ w 783 em ene dp dropp olat L bre to activ blic
2 S S % > 9 .toely, 'SVEIY’ |2 gle Sgb“.tgo% 01; 'Son Cl_esptibllltp)i/ Ci“'rt]ic Ri%UxOZOLe
0 e S § IV ec do sce L1 se usc Am cra t edak-
5 = Sp e u al, ba S %. o e br '
o~ Q <.ZE‘ . % 8_ I'etes bOZ but Ssenegfaclorentggevvqs 0 ||(2] D.err;sulfO:ES.S C]lénegﬂl
~ [} [J] O c I.O ong. ts. In 0 ce erc /PD ints rlm. leGC inS
7 2 23 9 S okapom 7o/ot.nts, Pby PK akpo ethopeptlb 8.7%
3 f s E s iokpofaclorCAsT bre Trl”g/osusii orly
cO'C = ime br ceU at. .9 n
2 -5 ¢ 3 013% ﬂsa%wwnt“ frica in
° @ o g< g3 S 9160/0 byd o1 stac epub for A e lim
—CTJ g 3 g GEJ 69ngO Otr;e IOWSrOtiC R e data with t.]t}:el’ent
o o T‘é% = B Cﬁoweqn Demo eiHO”fregion’Qeﬂ dlg tfencei
S| 3 9 S O 2 shc ts i urv tra etw sin nc
S mj_,ox @ in ial s entr b. rea rta d
£ seax o po icrobia he ce tion inc impo an
i § E § e ion tim'%ll)/'ntd vGr'Cl] as Onre thei l leVel’irico'l
o o 2= Zo S ssio . ofG”SpeC' arke s wel dersco rloca bl
S ] £z g Discu i pquga{nolﬁb eng :;riccéiggs ugountrtye ol igtnotimicéoEost
g = o} 5 i i i
5 i E There revesun i ot iy p‘ltpecgnt“{ fimie,
Bl £33 S 2 rorevi ble lons w n ti try- t, ally high
2le| s L e
= | s = 52 552 g [ ap oV ep ece ovids ac we en ica
= & g 2 > Z S _. o eogr nce usc st r pr les izes rece Afri
~ S=§ tanc s o dy ntr siz as in ed
o (@) E 8 = @ 2 g resis ~tol’|ngthe m is stu | cou mple tith ant how ia
EN S ﬁ}ﬁw"’,Egg incor ec a 0 en e in 2 ro
A o S E %4 25T %;mpyﬁcedoérodzfn”‘ilbnﬁm6 ica moniae f
~ @9 28 5% t illa he p lates surv aila Afri um
NN a%@‘i’gz—,e Su“’efort rI_c,oosed re av for pne
< o O £z g0 S Africo.ouy fo increa ples GSOAR in S.
M&Eéﬁﬁi smcmﬁewﬂm“rmw
%‘ | -5 § 8 @g B % e hted 0“ SlZdOtO uscep
e = 3 & £ £ 4 z 2 “gl sm us illin s
g © g & —g % g § 9? on )FCreVIO enici
s %§5§mﬂg iable p
- '.::8%-& S § 2
95%6%%%
%SEE%QS
_ 82 g = HES
9 '_§ 5 g S & d
3 o “ O o
£ g 5 v
<
(]
o
O
-

i28



SOAR: DRC, Ivory Coast, Senegal and Kenya 2011-14

JAC

Table 5. Distribution of H. influenzae MICs

Number of isolates at MIC (mg/L)

Country/antimicrobial  n  0.004 0.008 <0.015 0.015 0.03 006 012 025 05 1 2 4 8 16 32 >32 >256

Democratic Republic of Congo
AMC 23 0 0 0 0 1 1 2 1 4 4 3 1 2 2 2 0 0
ampicillin 23 0 0 0 0 1 1 0 4 6 4 2 1 0 1 2 0 1
azithromycin 23 0 0 0 0 3 4 4 2 2 2 0 2 0 2 1 0 1
cefaclor 23 0 0 0 0 4 2 2 6 3 21 1 2 O 0 0 0
cefixime 23 0 0 1 0 6 0 0 4 6 2 0 0 0 &4 0 0 0
cefuroxime 23 0 0 0 0 3 2 1 5 3 4 2 2 0 1 0 0 0
ciprofloxacin 23 1 2 0 4 1 0 2 6 3 0 2 2 0 O 0 0 0
clarithromycin 23 0 0 0 0 4 3 1 5 4 1 0 2 0 2 0 0 1
SXT 23 2 1 0 0 0 3 0 1 7 2 2 1 1 O 0 3 0

n 0004 0.008 <0.015 0015 003 006 012 025 05 1 2 4 8 16 32 64 256

Senegal
AMC 23 0 0 0 0 0 0 1 3 10 6 2 1 0 O 0 0 0
ampicillin 23 0 0 0 0 0 1 3 8 6 32 0 0 O 0 0 0
cefaclor 23 0 0 0 0 0 0 0 0 0 1 9 8 2 2 0 1 0
cefixime 23 0 0 1 0 7 8 5 1 1 0 0 0 0 O 0 0 0
cefuroxime 23 0 0 0 0 0 0 0 1 4 14 1 3 0 O 0 0 0
ciprofloxacin 23 2 4 0 11 5 0 0 0 0 0 0 0 0 O 1 0 0
clarithromycin 23 0 0 0 0 0 0 0 0 0 0 4 7 9 2 1 0 0
levofloxacin 23 0 7 0 14 1 0 0 0 0 0 0 0 0 O 1 0 0
ofloxacin 23 0 0 0 4 10 8 0 0 0 0 0 0 0 O 1 0 0
SXT 23 0 0 0 0 0 0 2 0 0 10 0 0 1 19 0 0

AMC, amoxicillin/clavulanic acid; SXT, trimethoprim/sulfamethoxazole.

(26.6%), Kenya (33.3%), Senegal (66%) and the Ivory Coast
(89%).'"1? Very similar data for penicillin susceptibility were
observed in 2004-06 for the Ivory Coast and Senegal (data
were not reported for Nigeria and Kenya).*® The current study
has seen penicillin susceptibility reduced in the Ivory Coast (to
70%) and reduced even further in Kenya (19%). The current level
of penicillin susceptibility in Senegal would appear to have
increased in 2011-14 compared with earlier time periods, but
this may simply be an artefact due to the small sample size in
the current study. In SOAR 2004-06 and 2007 -09, macrolide sus-
ceptibility was high, at >85%, in all African countries.** '3 This was
also true for the current time period, 2011 - 14, with the exception
of Kenya, where 64.1% erythromycin and 65.6% azithromycin sus-
ceptibility was observed. In the current study B-lactamase preva-
lence in H. influenzae from Senegal was low (4%) but the previous
SOAR report in 2007-09 indicated higher levels, at 27%.'? As men-
tioned above, this may relate to the small sample size.

Several antimicrobial agents were found to have strong activity
against respiratory pathogens across most of the African coun-
tries included in this study. Using CLSI breakpoints, both organ-
isms in this study showed >90% susceptibility to amoxicillin/
clavulanic acid, except for H. influenzae in Democratic Republic
of Congo (73.9% susceptible based on CLSI breakpoints).
Cefuroxime demonstrated strong activity against both species,
except S. pneumoniae in Democratic Republic of Congo and
Kenya. Both species generally demonstrated susceptibility

to macrolides (~83% or higher), except for S. pneumoniae in
Kenya, where all tested macrolides showed susceptibility <70%.
In contrast to these generally very active antimicrobials, several
agents that are widely used in Africa showed high resistance
rates. Susceptibility to trimethoprim/sulfamethoxazole did not
exceed 75% in any country against either species, with suscepti-
bility as low as 14.3% and 8.7% for S. pneumoniae and H. influen-
zae, respectively, in Senegal (albeit with small sample sizes).
Similarly, chloramphenicol showed low activity in Kenya (the
only country where the agent was tested) against S. pneumoniae
(68.7% susceptible). S. pneumoniae penicillin susceptibility was
only 17.4% in Democratic Republic of Congo, 19% in Kenya,
70% in Ivory Coast and 85.7% in Senegal based on CLSI penicillin
oral breakpoints. These results are especially important because
PISP and PRSP isolates were usually multiply resistant.

The data from this study confirm that isolates of S. pneumo-
niae susceptible to penicillin G are also susceptible to other
penicillins as inferred by CLSI and EUCAST guidelines and cepha-
losporins as inferred by CLSI guidelines. Interestingly, the data
from this study found the reverse was not always true using
CLSI breakpoints; i.e. all penicillin-non-susceptible S. pneumoniae
were susceptible to amoxicillin/clavulanic acid (amoxicillin) and
most were also susceptible to ceftriaxone. Therefore, either
the amoxicillin/clavulanic acid or ceftriaxone breakpoints are
not correct or the CLSI cross-resistance statement within the
B-lactam class is not correct. This warrants further investigation.
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Comparing our results with findings in the literature is limited
not only because of paucity of data from Africa, but also because
different studies have reported data from different countries. For
example, two reports using data from the Tigecycline Evaluation
and Surveillance Trial (T.E.S.T) included mainly North African coun-
tries and South Africa.>* Comparing the current study with studies
that focused exclusively or predominantly on sub-Saharan Africa,
we saw several similar patterns. S. pneumoniae and H. influenzae
have been shown to have low susceptibility to trimethoprim/sulfa-
methoxazole, either in all African regions or in West Africa, with
resistance increasing for both organisms.”® Trimethoprim/sulfa-
methoxazole is commonly used in Africa for a broad range of bac-
terial infections as well as for routine prophylaxis in HIV patients,
yet current susceptibility levels in our study, as well as findings in
the literature, make its effectiveness against respiratory patho-
gens doubtful. Similarly, chloramphenicol, another inexpensive,
widely used antibiotic, was shown to have low activity against
H. influenzae.”® Our data agree with the recommendation to
use this agent in sub-Saharan Africa only if appropriate suscepti-
bility results are available.® Our study showed low tetracycline
activity against S. pneumoniae in Kenya (the only country that
tested this agent), similar to findings in a meta-analysis of three
decades of published studies.” In contrast, a recent systematic
review found tetracycline resistance to be high in West Africa,
but less so in East Africa.® Interestingly, tetracycline resistance
may be due in part to environmental contamination with this
agent, as it is widely used in agriculture.® Similar to a review of
macrolide susceptibility in sub-Saharan Africa,' the current
study found generally good activity of macrolides against S. pneu-
moniae, with the notable exception of isolates from Kenya. For H.
influenzae, on the other hand, the current study found higher
macrolide activity compared with ~70% susceptibility reported
in the macrolide review,'* although sample sizes were small in
both studies. Interestingly, in the macrolide review, isolates
from younger children tended to be more susceptible,* while in
the current study macrolide susceptibility estimates were very
similar in children and adults.

Comparisons between studies are often difficult because dif-
ferent breakpoints are used or the MIC interpretive criteria are
not even reported.® This is especially pertinent for S. pneumoniae.
Not only do the penicillin breakpoints for S. pneumoniae differ
between CLSI and EUCAST, but the CLSI guidelines themselves
include three separate breakpoints for oral, parenteral (non-
meningitis) and parenteral (meningitis) penicillin, with studies
frequently not specifying which were used. Different breakpoints
can result in dramatically diverging susceptibility estimates, a
problem clearly illustrated in the current study by widely varying
susceptibility results for cefaclor, ofloxacin and cefuroxime based
on CLSI, PK/PD and EUCAST breakpoints. For assessing comparability
between studies it is crucial that future studies clearly identify which
breakpoints were used. Furthermore, MIC interpretive criteria should
be better aligned, avoiding different breakpoints altogether and thus
avoiding confusion among healthcare providers making therapy
decisions and among microbiologists trying to compare results
from different geographical regions and time periods.

The main limitations of this study stem from small sample
sizes and the attempt to draw conclusions about antimicrobial
susceptibility levels in the country using data from mainly one
hospital site. However, despite these limitations, patterns
emerged that can be useful for clinicians in selecting empirical

therapy for CAP. Some of these patterns were not unexpected
considering other publications, such as the high resistance levels
to trimethoprim/sulfamethoxazole found across all four partici-
pating countries. Others were surprising, such as the high macro-
lide resistance of S. pneumoniae isolates from Kenya. These
results highlight the importance of ensuring access to antimicro-
bial agents beyond the inexpensive first-level drugs that are
widely used in Africa, as well as the need for continued monitoring
of antimicrobial resistance at the country and even the local level.
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