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Objective: To compare treatment effectiveness and tolerability between generic meropenem (Mapenem®, Siam Pharmaceutical) 
and the original formulation. 
Material and Method: A retrospective review using historical control of children hospitalized at Queen Sirikit National 
Institute of Child Health was conducted. The demographics, clinical, and treatment outcomes of 180 children receiving 
generic meropenem were compared with that of 180 children receiving original meropenem. 
Results: Baseline demographics, clinical characteristics were comparable between both groups. The treatment outcomes 
on day 3, 7, and 14 of treatment were comparable between the two groups with overall improvement rates of 73.9% and 
71.7% for generic and original meropenem, respectively (absolute difference: 2.2%, 95% CI: -6.9%, 11.4%). Both drugs 
were well tolerated, with only 1.6% of patients in each group who experienced adverse reactions. 
Conclusion: Mapenem® exhibited comparable therapeutic effectiveness and tolerability with that of the brand-name 
formulation in the treatment of moderate to severe infections in a pediatric population. 
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 Given the global emergence and increasing 
prevalence of extended spectrum beta-lactamase 
(ESBL) producing gram negative bacteria, the use of 
carbapenem has been increased substantially in the 
past decade. Since the cost of original or brand leader 
preparation is relatively high (approximately 900 to 
1,000 Thai Baht/day for a 10 Kg body weight child), 
there is an effort to replace the brand-name preparation 
with a generic product that costs approximately          
one-third of the original medication. A recent study           
in Thailand showed that a generic meropenem 
(Mapenem®) from Siam Pharmaceutical had similar 
bioequivalence, antibacterial activity, and tolerability 
compared to the original product(1). This generic 
meropenem has been approved by the Thai Food and 
Drug Administration. In addition, an existing multi-

center observational study in Thailand has demonstrated 
therapeutic equivalence between Mapenem® and the 
brand-name formulation among adults with serious 
bacterial infections(2). Nevertheless, no data were 
available among the pediatric population. The original 
meropenem (Meronem®, AstraZenaca) has been used 
in Queen Sirikit National Institute of Child Health 
(QSNICH) more than 10 years whereas the generic 
one (Mapenem®, Siam Pharmaceutical) has been 
available since March 2008. Given that this type of 
antibiotic is generally used among severely/critically 
ill patients with serious bacterial infections, the              
major concern in using the generic drug is the lack of 
documented adequacy of safety and therapeutic 
effi cacy. As a result, the aim of the present study was 
to evaluate the therapeutic equivalence of generic 
meropenem as compared to the original formulation 
for the treatment of serious bacterial infections in 
hospitalized children at QSNICH. If they deem to have 
therapeutic equivalence, the original meropenem can 
be substituted by the generic one with a lower cost.
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Material and Method
 A retrospective observational study was 
conducted using a convenient sample of children              
0-18 years of age hospitalized at QSNICH. Those 
receiving meropenem antibiotic were identifi ed via 
Pharmacology Department Database. Although generic 
meropenem has become available since early March 
2008, the transition from original to generic drug use 
at QSNICH was not completed until late March 2008. 
Sample size calculation was based on Blackwelder’s 
formula for non-inferiority trials(3). A recent study in a 
Thai adult population has shown that a favorable 
response rate (cure and clinical improvement) of the 
patients who received original and generic meropenem 
were 56% and 54%, respectively(2). Based on the 
outcome of this particular study, a sample size of          
180 patients per group would be needed in order to 
claim non-inferiority of generic meropenem when 
hypothesized difference was set as less than or equal 
to 15% and the type I and type II errors were 5% and 
20%, respectively. Therefore, the authors included       
180 consecutive cases of children aged 0-18 years       
who received generic meropenem treatment from       
April 2008 to March 2010 (generic group) and       
another 180 consecutive cases who received original 
meropenem from February 2006 to December 2007 
(original group). The Ethical Committee’s approvals 
were obtained from QSNICH (IRB approval             
numbers: 53-076). Medical records of all subjects       
were retrieved from the Department of Medical 
Records of QSNICH. The following information was 
abstracted from medical records: demographic data, 
underlying co-morbidities, therapeutic indications, 
sites of infection, prior use of antibiotics, types of 
causative pathogens, meropenem dosage and          
duration, concomitant antibiotics, clinical and 
microbiological outcomes, and meropenem-related 
adverse events. 
 The data were analyzed using both descriptive 
and inferential statistics. Bivariate analyses were 
conducted using Chi-square statistics, Fisher exact test, 
and student t-test where appropriate. A p-value of < 0.05 
was considered statistically signifi cant. Multivariate 
analysis was applied to determine whether the use of 
generic meropenem is associated with unfavorable 
outcomes.

Results
 The demographics and clinical characteristics 
of participants were relatively comparable between the 
two groups except for the age distribution and infection 

onset (nosocomial/healthcare associated or community 
acquired) (Table 1). Approximately one-fourth of 
patients had critical illness requiring admission to an 
intensive care unit. More than 90% of cases have 
underlying chronic conditions of which multiple             
co-morbidities were rather common: i.e., almost        
half of all cases had more than one co-morbidities of 
which congenital heart disease, prematurity, and 
neurodevelopmental disorder were among the most 
common (Table 1).
 Blood stream and respiratory tract infections 
were among the two most common sites of infections 
followed by intra-abdominal and urinary tract infection 
(Table 2). The distribution of infection sites were 
generally comparable between the two groups except 
for the signifi cant lower rate of blood stream infection/
clinical sepsis and higher urinary tract infection 
between the generic and original meropenem group, 
respectively. 
 Receipt of antibiotic prior to meropenem 
treatment were documented in approximately 90% of 
all cases among which third generation cephalosporins 
and aminoglycoside were most commonly used        
(Table 3). The rates of concomitant use antibiotics are 
shown in Table 4. The proportions of patients receiving 
concomitant antibiotics were not signifi cantly different 
between the two groups i.e., 42.2% and 50% for  
generic and original meropenem group, respectively. 
Most commonly used concomitant antimicrobial  
agents  were glycopeptide for both groups. However, 
intravenous colistin was the second most commonly 
use concomitant antibiotics among the generic 
meropenem group whereas aminoglycoside was the 
second most commonly use concomitant antibiotics 
among the original group. 
 Microbiologically confi rmed infections were 
observed in 40% and 32% among generic and original 
meropenem group, respectively. Only pathogens 
isolated in normally sterile sites or those with higher 
than 105 colony forming units isolated in urine were 
regarded as true pathogens in the present study. The 
distribution of documented causative pathogens is 
shown in Table 5. Nevertheless, the proportion of          
those obtained from invasive sites only e.g. blood, 
cerebrospinal fluid was relatively lower. Positive         
blood cultures were identifi ed in only 35 cases (19.4%) 
and 42 cases (23.3%) among generic and original 
meropenem group, respectively. Positive cerebrospinal 
fl uid cultures were identifi ed in 2 cases (1.1%) and        
8 cases (4.4%) among generic and original meropenem 
group, respectively.
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 Including all sites of positive culture, the rates 
identification (infection/colonization) of extended 
spectrum beta-lactamase (ESBL) producing gram 
negative enteric bacteria and multi-drug resistant 
(MDR) Acinetobacter baumannii were not signifi cantly 
different between the two treatment groups. ESBL-
producing bacteria were identifi ed in 25 cases (13.8%) 

and 24 cases (13.3%) among generic and original 
meropenem group, respectively (p = 0.878). In 
addition, MDR A. baumannii were identifi ed in 11 
cases (6.1%) and 15 cases (8.3%) among generic and 
original meropenem group, respectively (p = 0.415).
 The use of high dose meropenem was 
commonly observed among those with suspected           

Table 1. Baseline demographics and clinical characteristics (n = 180/group)

Generic meropenem
n (%)

Original meropenem
n (%)

p-value

Male           95 (52.8)         100 (55.6)  0.597
Median age in months (IQR)        6.72 (42.0)        2.95 (22.33)  0.016*
ICU admission           46 (25.6)           39 (21.7)  0.385
Nosocomial/healthcare associated infection         152 (84.4)         166 (92.2)  0.022*
Underlying diseases         166 (92.2)         165 (91.7)  0.846
HIV             6 (3.3)             5 (2.8)  0.759
Chronic pulmonary diseases           22 (12.2)           21 (11.7)  0.871
Chronic kidney disease           12 (6.7)             7 (3.9)  0.239
Chronic liver disease             6 (3.3)             4 (2.2)  0.521
Heart diseases           51 (28.3)           55 (30.6)  0.644
Solid tumor           10 (5.6)             9 (5.0)  0.814
Hematologic malignancy           18 (10.0)           19 (10.6)  0.862
Prematurity           41 (22.8)           50 (27.8)  0.275
Febrile neutropenia           17 (9.4)           13 (7.2)  0.446
Neuro-developmental disease           33 (18.3)           43 (23.9)  0.197
Gastrointestinal disease           29 (16.1)           33 (18.3)  0.577
Chromosomal disorder/multiple congenital anomalies           17 (9.4)           17 (9.4)  1.000
Multiple co-morbidities           81 (45.0)           89 (49.4)  0.398

* Signifi cant at p-value < 0.05, IQR = interquartile ranges

Table 2. Site of infections (n =180/group)

Site of infections Generic meropenem, n (%) Original meropenem, n (%) p-value
Respiratory tract                83 (46.1)                 86 (47.8)  0.751
Urinary tract                19 (10.6)                   7 (3.9)  0.015*
Skin and soft tissue                14 (7.8)                 10 (5.6)  0.398
Blood stream/clinical sepsis**                87 (48.3)               115 (63.9)  0.003*
Intra-abdominal                23 (12.8)                 19 (10.6)  0.511
Brain abscess                  1 (0.6)                   6 (3.3)  0.056
Meningitis                17 (9.4)                 20 (11.1)  0.603
Others                  9 (5.0)                 11 (6.1)  0.645

* Signifi cant at p-value < 0.05
** This category includes both culture proven blood-stream infections (35 cases (19.4%) and 42 cases (23.3%) among 
generic and original meropenem group) and clinical sepsis with presumed blood stream infection)



898 J Med Assoc Thai Vol. 95 No. 7  2012

or confirmed bacterial meningitis which was         
identifi ed in 22.7%, otherwise the usual dose used was 
60 mg/kg/day were employed in almost all cases. 

However, there was some dosage modification/
adjustments among premature neonate or very low        
birth weight infants during their fi rst week of life. The 

Table 3. Previous receipt of antibiotics within the past 2 weeks (n = 180/group)

Generic meropenem
n (%)

Original meropenem
n (%)

p-value

Previous receipt of antibiotics within the past 2 weeks        162 (90.0)         161 (89.4)  0.862
Type of antibiotic receipt
 Aminoglycosides          99 (55.0)         128 (71.11)  0.002*
 Carbapenem            8 (4.44)           11 (6.11)  0.479
 Colistin            1 (0.56)             1 (0.56)  1.000
 Penicillin          63 (35.0)           92 (51.11)  0.002*
 1st generation cephalosporin            6 (3.33)             4 (2.22)  0.521
 3rd generation cephalosporin        143 (79.44)         143 (79.44)  1.000
 Quinolone          11 (6.11)             9 (5.0)  0.645
 Others          21 (11.67)           24 (13.33)  0.633

* Signifi cant at p-value < 0.05

Table 4. Concurrent antimicrobial therapy (n = 180/group)

Generic meropenem, n (%) Original meropenem, n (%) p-value
Concurrent  antimicrobial therapy               76 (42.2)               90 (50.0) 0.139
Aminoglycosides                 5 (2.78)               14 (7.78) 0.034*
Colistin                 8 (4.44)                 5 (2.78) 0.397
Penicillin                 6 (3.33)               11 (6.11) 0.214
3rd generation cephalosporin                 6 (3.33)                 9 (5.00) 0.429
Quinolone                 5 (2.78)                 3 (1.67) 0.475
Glycopeptide               47 (26.11)               38 (21.11) 0.264

* Signifi cant at p-value < 0.05

Table 5. Causative pathogens** identifi ed (n = 180/group)

Generic meropenem, n (%) Original meropenem, n (%) p-value
Pathogen isolates n (%)               72 (40.0)               58 (32.2)  0.125
E. coli               24 (13.3)               10 (5.5)  0.001*
K. pneumoniae               12 (6.7)               18 (10.0)  0.053
P. aeruginosa                 4 (2.2)                 1 (0.6)  0.259
A. baumannii                 7 (3.8)                 6 (3.3)  0.906
Salmonella spp.                 1 (0.5)                 4 (2.0)  0.104
Enterococcus spp.                 6 (3.3)                 1 (0.6)  0.097
S. aureus                 3 (1.6)                 1 (0.6)  0.423
Fungus                 6 (3.3)                 6 (3.3)  0.694

* Signifi cant at p-value < 0.05
** Only those isolated from normally sterile site and those with more than 105 colony forming unit/ml isolated from urine
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dosage and duration of meropenem treatment in both 
groups were comparable.
 The treatment outcomes of both groups                
on day 3, 7, and 14 are shown in Table 6. The overall 
favorable outcomes in the generic and original 
meropenem group were 73.9% and 71.7%, respectively 
(absolute difference: 2.2%, 95% CI: -6.9%, 11.4%). 
The overall in-hospital mortality rates were 10% and 
15% (absolute difference: -5%, 95% CI: -11.8%, 1.8%) 

among the generic and original group, respectively. 
Microbiological cure rates were also comparable: 
70.4% and 70.8% (absolute difference: 0.4%, 95% CI: 
-25.5%, 24.58%) on day 3; and 80.9% and 81.3% 
(absolute difference: 0.4%, (95% CI: -25.7%, 25.15%) 
day 7 for the generic and original group, respectively. 
 The overall mortality rates at day 28, and in-
hospital mortality were 10%, and 10% for generic 
meropenem and 13.9%, and 15% for original drug, 

Table 6. Treatment outcomes

Generic meropenem, n (%) Original meropenem, n (%) p-value
Clinical outcomes on day 3, n (%) n = 180 n = 180 0.807
 Complete resolution                  3 (1.7)                   1 (0.6)
 Improved              106 (58.9)               105 (58.3)
 Stable                45 (25.0)                 52 (28.9)
 Worse                  4 (2.2)                   5 (2.8)
 Died                11 (6.1)                   9 (5.0)
 Not evaluable                11 (6.1)                   8 (4.4)
Clinical outcomes on day 7, n (%) n = 158 n = 162 0.078
 Complete resolution                13 (8.2)                 19 (11.7)
 Improved              110 (69.6)                 99 (61.1)
 Stable                15 (9.5)                 24 (14.8)
 Worse                  8 (5.1)                   2 (1.2)
 Died                  4 (2.5)                 10 (6.2)
 Not evaluable                  8 (5.1)                   8 (4.9)
Clinical outcomes on day 14, n (%) n = 90 n = 103 0.290
 Complete resolution                18 (20.0)                 33 (32.0)
 Improved                54 (60.0)                 53 (51.5)
 Stable                  6 (6.7)                   9 (8.7)
 Worse                  3 (3.3)                   3 (2.9)
 Died**                  3 (3.3)                   3 (2.9)
 Not evaluable                  6 (6.7)                   2 (1.9)
Overall treatment outcomes n = 180 n = 180 0.316
 Improved              133 (73.9)               129 (71.7)
 Not improved                34 (18.9)                 43 (23.9)
 Cannot determine                13 (7.2)                   8 (4.4)
Microbiological outcomes*
 Day 3 n = 27 n = 24
  Cure rate                19 (70.4)                 17 (70.8) 0.971
 Day 7 n = 21 n = 16
  Cure rate                17 (80.9)                 13 (81.3) 0.982

* Proportions of those with positive initial culture only
** 5 more cases of original meropenem group died after two week of meropenem treatment and were not included in Table 6
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respectively (p = 0.152). Logistic regression analyses 
were also conducted to determine predictors of 
favorable outcomes on day 7 and day 14 comparing 
between generic and original formulations controlling 
for age, confi rmed bloodstream infections, nosocomial/
healthcare associated infection, and presence of 
multidrug resistant A. baumannii. The results showed 
that except for age, none of the aforementioned 
variables was signifi cantly associated with treatment 
success including the types of meropenem antibiotics 
(generic vs. original formulation). Table 7 shows that 
the rates of adverse drug reaction of meropenem were 
rather low and comparable between the two groups. 

Discussion
 Generic substitution for brand-name 
medications has been a common practice especially in 
public hospitals. Nevertheless, there remain suspicions 
and/or uncertainties about efficacy and safety of 
generic preparation as well as the Food and Drug 
Administration (FDA) standards for bioequivalence. 
In general, bioequivalence studies, based primarily on 
single dose pharmacokinetics, are the requirement for 
the registration of generic preparations. However,      
there are some evidences suggesting that the results of 
single dose pharmacokinetics studies among healthy 
volunteers may not refl ect therapeutic equivalence 
among patients who require repeated dosage of 
medication. Therefore, the lack of interchangeability 
between the generic and original medication has been 
a cause of concern among clinicians. One pronounced 
example was demonstrated by the work of Crowford 
et al about anticonvulsants(4). The results indicated         
that switching from branded antiepileptics to               
generic preparations could result in increased risk         
of therapeutic failure or adverse reactions. In addition, 
a recent systematic review of generic anticonvulsants 
demonstrates statistically higher overall healthcare 
costs during periods of generic antiepileptic drugs use 
than during periods when branded preparation were 
used. The fi nding was consistently illustrated across 

Table 7. Adverse drug reaction (ADR) of meropenem (n = 180/group)

Outcomes Generic, n (%) Original, n (%) p-value
Total adverse drug reaction       3 (1.67)       3 (1.67) 1.0
Rash       1       2 (1.11)
Drug fever       1 (0.56)       0 
Hypoglycemia       0       1 (0.56)
Anaphylaxis       1 (0.56)       0

settings as well as among both stable and unstable 
epileptic patients(5). The cost increased apparently in 
patients receiving multiple generic versions. Therefore, 
brand-to-generic substitutions of antiepileptic drugs, 
and/or certain other medications, might result in the 
increase rather than decrease overall healthcare 
costs(5).
 Regarding antibacterial agents, which         
consist of various pharmacological classes, the 
therapeutic activity of which relies signifi cantly on 
pharmacokinetic and pharmacodynamic parameters(6). 
As a result, differences in pharmaceutical properties 
(generic as compared to brand-name) might result in 
alteration of pharmacokinetic/pharmacodynamic 
relationships, and, eventually, variations in their 
clinical efficacy with respect to the brand-name 
counterparts(7). Existing evidence indicates that       
generic and branded preparation antibiotics do not 
always provide comparable therapeutic effi cacy. For 
example, certain generic antimicrobial agents such as 
teicoplanin(8), piperacillin/tazobactam(9), and imipenem/
cilastatin(10) fail to provide therapeutic equivalence by 
demonstrating the reduction in in-vitro and/or in-vivo 
antimicrobial activity compared to the original 
preparations.
 Meropenem is a broad spectrum antibiotic 
belonging to the carbapenem group. Its antibacterial 
action is exhibited through binding to penicillin binding 
proteins of most of gram-positive and gram-negative 
bacteria. The stability of meropenem to most bacterial 
beta-lactamases and good penetration through the  
outer membrane contribute to its broad-spectrum 
antimicrobial activity. Despite its signifi cant stability 
to hydrolysis by the majority beta-lacatamase, 
meropenem is susceptible to carbapenemase, and 
metallo-beta-lactamase. Most commonly used 
indication is the treatment of hospital-acquired 
infection caused by cephalosporin-resistant gram 
negative enterobacteriaceae such as intra-abdominal 
infection, ventilator-associated pneumonia, febrile 
neutropenia, urinary tract infections(11). Being a broad-
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spectrum and potent antimicrobial agent, meropenem 
is commonly used for the treatment of serious or life-
threatening bacterial infections as refl ected in the 
present report: the overall in-hospital mortality among 
the present study subjects was rather high (12.5%). 
Therefore, documented therapeutic equivalence of 
generic meropenem should be established prior to its 
use as a substitute for the original one. The results from 
the current study demonstrated the comparability of 
therapeutic effectiveness and tolerability of the generic 
and original meropenem among pediatric population. 
The authors’ fi ndings indicate that the point estimate 
of a difference in overall favorable response rates 
between the original and the generic meropenem group 
was less than 5%. In addition, although more than 90% 
of the present cases had underlying diseases, of which 
approximately half had multiple co-morbidities, the 
occurrence of adverse drug events was rare (1.6%) and 
much lower compared to those reported from an       
adult/ population (2.9-6.8%)(2). The present results          
thus add to the body of evidence regarding the 
interchangeability between the generic and the       
original preparation. Nevertheless, the results of the 
present study are specifi c to the studied medication 
(Mapenem®) and may not be generalizable to other 
generic meropenem products. 

Study limitations
 Although a randomized control trial (RCT) 
is preferable when evaluating the comparative effi cacy 
of treatment interventions, this method is not generally 
feasible for the authors’ purpose due to its complexity 
and high cost incurred by the process. In addition, RCT 
is not required by Thai FDA during the registration 
process of generic medications. As a result, the authors 
employed existing drug utilization database in                     
the identification of study subjects and reviewed             
their clinical data and treatment outcomes of generic 
and original meropenem at QSNICH. Without 
randomization, baseline demographic and clinical 
characteristics were not expected to be similar between 
the two groups. In addition, as the data of the generic 
group were obtained from more recent cases (1 April 
2008-24 March 2010) compared to those of the original 
meropenem group (10 February 2006-December 
2007), there might be some existing differences 
between the two comparison groups. For example, the 
use of meropenem to treat community acquired 
infection was higher (15.6% vs. 7.8%) among the more 
recent cases (generic treatment group) than that of the 
original meropenem group. This is probably due, in 

part, to the increased rate of community acquired 
ESBL-producing bacteria especially among those       
with upper urinary tract infections. The authors found 
that although most of demographic and clinical 
characteristics of the patients between both groups 
were rather comparable, there were significant 
differences in terms of age, rates of blood stream 
infection/clinical sepsis, urinary tract infection, and 
previous receipt of aminoglycoside and/or penicillin 
antibiotics. Although the authors attempted to control 
these potential confounders in the multivariate  
analysis, some residual confounding have not been 
accounted for in the analysis. 
 Further, the authors are cognizant that the 
range of hypothesized difference to determine non-
inferiority margins is generally preferable at less than 
or equal to 5%-10%. With that, the sample size would 
be much higher to fulfi ll this pre-specifi ed condition. 
Given the authors’ limited available resource, the 
present sample size was calculated based on a wider 
margin of 15% difference. Nevertheless, the present 
fi ndings do not suggest any signifi cant difference                  
in terms of therapeutic effectiveness or tolerability 
between the two treatments. 

Conclusion 
 Although some residual confounding cannot 
be excluded and the result should be interpreted with 
caution, Mapenem® exhibited comparable therapeutic 
effectiveness with that of the brand-name formulation 
in the treatment of serious bacterial infections among 
pediatric population. Both formulations appeared to 
be well tolerated with few adverse drug reactions 
despite their use among severely ill children with 
substantial co-morbidities. 

Potential confl icts of interest
 The s tudy was  suppor ted by Siam 
Pharmaceutical Ltd., Thailand.
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สรุป: ยาสามัญเมโรพีเนม (Mapenem®) มีประสิทธิผลและอัตราการเกิดผลขางเคียงไมแตกตางจากยาตนแบบในการรักษา            
โรคติดเชื้อรุนแรงปานกลางถึงรุนแรงมาก

 3. Blackwelder WC. “Proving the null hypothesis” 
in clinical trials. Control Clin Trials 1982; 3:                  
345-53.

 4. Crawford P, Feely M, Guberman A, Kramer G. 
Are there potential problems with generic 
substitution of antiepileptic drugs? A review of 
issues. Seizure 2006; 15: 165-76.

 5. Duh MS, Cahill KE, Paradis PE, Cremieux PY, 
Greenberg PE. The economic implications of 
generic substitution of antiepileptic drugs: a review 
of recent evidence. Expert Opin Pharmacother 
2009; 10: 2317-28.

 6. Scagl ione F,  Paraboni  L.  Inf luence of 
pharmacokinetics/pharmacodynamics of 
antibacterials in their dosing regimen selection. 
Expert Rev Anti Infect Ther 2006; 4: 479-90.

 7. Concia E, Novelli A, Schito GC, Marchese A.  
Ideal microbiological and pharmacological 
characteristics of a quality antimicrobial agent: 
comparing original and generic molecules.                  

J Chemother 2007; 19: 609-19.
 8. Fujimura S, Fuse K, Takane H, Nakano Y,              

Gomi K, Kikuchi T, et al. Antibacterial effects of 
brand-name teicoplanin and generic products 
against clinical isolates of methicillin-resistant 
Staphylococcus aureus. J Infect Chemother 2011; 
17: 30-3.

 9. Jones RN, Fritsche TR, Moet GJ. In vitro potency 
evaluations of various piperacillin/tazobactam 
generic products compared with the contemporary 
branded (Zosyn, Wyeth) formulation. Diagn 
Microbiol Infect Dis 2008; 61: 76-9.

10. Piyasirisilp S, Premprawat W, Thamlikitkul V. 
Therapeutic equivalence of generic imipenem/
cilastatin for therapy of infections at Siriraj 
Hospital. J Med Assoc Thai 2010; 93 (Suppl 1): 
S117-25.

11. Hurst M, Lamb HM. Meropenem: a review of its 
use in patients in intensive care. Drugs 2000; 59: 
653-80.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


