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Abstract

Rheumatoid arthritis (RA) is a chronic autoimmune inflammatory disease which primarily
affects and damages synovial joints. Patients with RA will therefore often undergo joint
replacement surgery. Infections after such prosthetic joint replacements are rare but
feared complications. RA patients are more susceptible to infections in general and the use
of modern aggressive immunosuppressive treatment, such as TNF inhibition (from around
the year 2000), may have increased this risk for infection. We have used data from the
Norwegian Arthroplasty Register (NAR) from 1987 until 2008 (Paper 1) and from the much
larger database of the Nordic Arthroplasty Register Association (NARA) from 1995 to 2010
(Paper Ill) to compare the risk of revision for infection in and over time for RA and
osteoarthritis (OA) patients.

The risk of revision for infection was 1.6 times increased in total knee replacements (TKRs)
for RA patients compared to OA patients (Paper I). In total hip replacements (THRs) we
found a 1.3 times higher risk of revision for infection in RA compared to OA (Paper Ill). We
concluded that there was a higher risk of revision for infection in RA than in OA patients.

For TKRs there was no increase in the risk of revision for infection in RA or in OA patients
after the year 2000. In the Norwegian study (Paper 1) the incidence of revision for infection
of THRs was higher in the period 2001-2008 than in the period 1987-2000. However the
increase affected RA and OA patients to the same degree. In the Nordic study (Paper Ill)
the relative risk for RA patients compared to OA patients was increased in the latter period
(2002-2010). This coincides with the introduction of TNF inhibitors in the medical
treatment of RA. Similarly conflicting results are also found in the literature.

From 5-6 years postoperatively, the risk of revision for infection was increased in RA
compared to OA in TKRs and THRs (Paper |). Furthermore, we found a higher risk during
the first three months and from around 8 years postoperatively in antibiotic-loaded
cemented prostheses in RA-patients (Paper IIl), while no significant difference in the risk of
infection for revision was found when comparing RA and OA patients with uncemented
THRs. We conclude that the increased risk for late infections in RA is primarily seen for
prostheses fixed with antibiotic-loaded cement.

Staphylococcus aureus (S. aureus) has been reported to be the most important causative
bacteria in prosthetic joint infection (PJI) in RA. In addition, RA patients are by many
authors considered to represent a high-risk group in terms of acquiring infections with
bacteria of potentially oral or dental origin. In Paper Il we compared the bacterial findings
of infections leading to revision in THRs in RA patients with OA patients, based on data
from the NAR. We identified 49 infection episodes in 37 RA patients and compared the
bacterial findings with 269 infection cases in 255 OA patients. No difference in bacterial
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findings between RA and OA was found and thus we could not confirm the higher
incidence of S. aureus in RA reported previously. Bacteria of potentially odontogenic origin
were not found in RA patients but were found in 4% of OA patients and based on our study
we could not confirm that RA patients are high-risk patients for infection with bacteria of
oral or dental origin.
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| Introduction and background

1 Rheumatoid Arthritis
1.1 RA and total joint replacements

Rheumatoid arthritis (RA) is a chronic, systemic inflammatory disease which particularly
affects the joints. The synovial involvement ultimately leads to the destruction of cartilage
and bone in these joints. Around 1-2% of RA patients needed at least one large joint
replacement per year of follow up in the pre-biological agent era (before the year 2000) [1-
4], and around 25% of all RA patients within 16-20 years of observation [5, 6].

The need for joint replacement surgery and also other types of disease-specific surgery
such as synovectomies in RA seems to be declining [7, 8]. The more aggressive and
meticulous use of conventional disease-modifying anti-rheumatic drugs (DMARDs) and the
introduction of biologic medication may account for this [8].

The Nordic arthroplasty registers have shown, in different time periods, that between 15%
and 3% of all primary total joint replacements in hips and knees were performed due to RA
[9-15].

1.2 Infection in RA

RA patients are more prone to infections than the general population [16, 17] and this was
already the case in the pre-steroid era [18]. The risk of developing infection in RA was
estimated in one report to be twice the risk in non-RA subjects [16]. The higher
susceptibility to infections might be explained by a primary disturbance of the
immunological system in RA, an acquired impairment of the immune response, or a
decrease in the resistance to infections which may occur in any chronic disease [18].
Among the sites with the highest infection risk were skin and soft tissue and bone and
joints [16]. Infections in the bone and joints may also be attributed to local destruction of
the normal anatomy leaving the joints more prone to infection. Glucocorticoids, which
were introduced in 1949, have been shown to increase the risk of infection, for both
infection-related hospitalizations and less serious infections [17, 19-22]. The risk is
dependent on the duration of steroid use and the dose. The other non-biologic DMARDs
have not with certainty been shown to increase the infection risk [22]. Age, comorbidities
and disease activity are also regarded as risk factors for infection in RA [23, 24].

1.3 TNF-a inhibitors

Tumour necrosis factor alpha (TNF-a.) is a central mediator in the normal inflammatory
cascade. This pro-inflammatory cytokine is heavily involved in the immune system, and
blocking TNF-o. receptors not only reduces inflammation but is responsible for an immune
suppressive effect.
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TNF-a inhibitors were first licensed for clinical use in 1998. In Norway they were
introduced in 1999. The first three agents approved for treatment of RA were Infliximab
(RemicadeR), Etanercept (EnbreIR) and Adalimumab (HumiraR). At present, 5 different
agents are frequently used in this patient group, and recently the first biosimilar version of
Infliximab was taken into clinical use. TNF-o antagonists have been shown to slow the
radiological progression of RA [25, 26]. Decreased disability and improved quality of life are
other important effects of these drugs, and patients also described positive overall effects
[27]. The use of TNF-a inhibitors has steadily increased since their introduction [28]. One
study reported that in 2005 22% of RA and psoriatic arthritis patients were treated with
TNF-a inhibitors in Norway [29].

1.4 TNF-o inhibitors and infection in RA

Because of the immune suppressive effect of the TNF-a inhibitors, the risk of serious
infections has been a concern. A focused systematic review of the literature on the risk of
infection due to TNF-a inhibitors was recently published [30]. Some observational studies
have shown no increase in infection risk [31-37], while other such studies have revealed a
clear increased risk of infection [38-42]. Conflicting results have also been reported in
meta-analyses; some reported no increased risk of infection [43-45] whereas others
showed an increased risk [46-48]. Relevant for orthopaedic surgery is the fact that some
reports suggest a higher risk for skin and soft tissue infections [49] or septic arthritis in
native joints [31] for patients using TNF-a inhibitors. Others have pointed out that the risk
of infection is highest in the first period after initiation of the TNF-o antagonist use [32, 34,
39, 49]. Interestingly, the immune suppressive effect of anti-TNF-a. agents is not limited to
the possible increased occurrence of infection, but also to a potential deterioration of an
already existing infection. The presence of any active infection is therefore a
contraindication to start anti-TNF-o treatment [30].

2 Prosthesis-related infections
2.1 Prosthetic joint infections

A prosthetic joint infection (PJI) is a dreaded complication after joint replacement surgery.
It occurs in 1-2% of all primary total hip and knee replacements [50-52]. The consequences
of PJI for the patient are frequent repeat surgeries with the removal or exchange of part(s)
or the total prosthesis. This is associated with a decline in joint function, prolonged
hospital stay, and extended use of potentially toxic and antimicrobial resistance-
encouraging antibiotics. In addition, the costs of the treatment to society are considerable.
Earlier reports estimated the costs to be more than $50,000 per infection episode [53-56].
Compared to an uneventful primary total knee replacement the costs were calculated to
be 3-7 times as high [55, 57]. Cost-effective perioperative preventative strategies are
therefore desirable [58].
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2.2 Classification of PJI

Prosthetic joint infections are caused by bacteria which reach the prosthetic material by
entering the surgical wound during or directly after surgery. Alternatively, bacteria from a
distant source are transported by the bloodstream to the implant (haematogenous seeding
or blood-born infection). This may occur at any time after surgery. Classification of
prosthesis-related infections may therefore be done according to the type of
bacteria/virulence (e.g. low-grade) or according to the pathway of bacterial entry
(postoperative versus haematogenous). Other systems classify according to the time from
surgery or infection symptoms to diagnosis. These classifications are preferred by many
clinicians because they aid in treatment decisions. A widely used system is named after
Coventry [59] and divides the infections into early (0-3 months after surgery), delayed (3-
24 months) and late (after 24 months) infections. More recently, possibly due to the
increase in revision surgery and changes in treatment modalities (e.g. Debridement,
Antibiotics and Implant Retention (DAIR)), Tsukayama’s classification has become popular
[60]. In this classification, an infection with the onset fewer than 4 weeks after surgery is
called an ‘early infection’. It seems that the eradication rate with different treatment
modalities largely depends on the duration of the infection. Therefore, the duration of
symptoms has become an important factor in some newer attempts to classify prosthetic
joint infections [61, 62].

2.3 Definition of PJI, SSI and revision for infection

Prosthesis-related infections include all deep infections after prosthetic joint replacement
and the definition is wider than the true PJI. Different definitions for PJI exist [50, 63, 64]
(Appendix 1). One definition of PJI is the deep incisional (or organ/space) surgical site
infection (SSI) (Appendix Il). An SSl is a surgical wound infection occurring within the first
postoperative year after a joint replacement and one distinguishes between superficial
(incisional), deep (incisional) and organ/space SSI [65, 66]. The concept of SSI is mainly
used in hospital infection surveillance. A superficial SSI gives a 35-fold increased risk for a
PJI [63]. In this thesis we used revision for infection as the endpoint in the survival
analyses. Revision was defined as the surgical removal or change of parts or the whole
implant. Deep infection as the reason for revision was determined by the surgeon and
reported immediately after surgery to the NAR, based on pre- and peroperative evaluation.
Infections that were treated with minor soft tissue surgery or not surgically revised were
not included in the study. Therefore the true incidence of prosthetic joint infections would
be higher than that reported in our studies.

2.4 Late infections

The majority (around two-thirds) of prosthetic joint infections occur in the first two years
after the index joint replacement [58, 67, 68]. The literature on prosthetic joint infections
is consequently mostly focused on this period. Late infections are generally defined as
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infections which appear more than one to two years after the index operation [59-61].
Although low-virulent infections acquired at the index surgery may present many years
after the operations, the majority of these late infections are probably caused by
haematogenous seeding. Haematogenous infections seed from distant origins like the skin,
teeth, urinary and respiratory tract [67]. RA has been shown to predispose for
haematogenous infections [69-71], and the diagnosis of RA is a risk factor for late infection
[72]. Little is known on the potential influence of RA medication on the occurrence of late,
haematogenous prosthetic joint infections.

2.5 Risk factors for PJI

Various patient-related risk factors for PJI after primary hip and knee joint replacement
surgery have been found, such as systemic malignancy, rheumatologic disease, obesity
(BMI>40), coagulopathy, preoperative anaemia, comorbidity (ASA>2), immunosuppression,
cardiovascular disease, excessive anticoagulation (INR>1.5) and diabetes mellitus [68, 73-
75]. Most of them refer to the risk of acquiring postoperative infections. Rheumatoid
arthritis is generally accepted as a patient-related risk factor for PJI. In TKRs the evidence
for this is solid [14, 75-77] with a reported infection rate in RA 2-4 fold that of OA patients
[78]. For THRs, however, the literature is conflicting [9, 79]. There are also conflicting
reports regarding populations which included a combination of TKRs and THRs [63, 72, 80,
81].

2.5.1 Nasal carriage of S. aureus as a risk factor for SSI

Carriage of S. aureus has been shown to be a risk factor for SSls in general [82, 83]. In the
majority of cases, the infecting S. aureus in SSls is transmitted endogenously [66, 84].
Elimination of S. aureus organisms from the nares in nasal carriers with a 5 day
preoperative course of intranasal mupirocin and a chlorhexidine total body wash to
decolonize the skin was, in a well-designed trial, found to reduce the frequency of SSlis
[85]. A positive effect was also shown in a smaller study of total joint arthroplasty surgery
[86, 871, while other earlier reports have been conflicting [88-90]. The routine use of
screening for nasal carriage and a mupirocin (and chlorhexidine soap) course in nasal
carriers ahead of total joint replacement surgery, is therefore still not recommended. The
number of carriers of S. aureus, oral and nasal, has been shown to be higher in people with
RA than in healthy adults [91-93] and one report revealed that as much as 37% of the PJls
in RA were caused by S. aureus [54]. Consequently, RA patients could be a subgroup that
would benefit from preoperative screening and treatment.

2.5.2 Dental intervention as a risk factor for late PJI

It has been suggested that dental procedures may be a risk factor for late PJI. Transient
bacteraemia during dental work and consequent haematogenous seeding to the artificial
joint is thought to be the pathogenesis [67]. The potential association between dental
intervention and PJI was proposed in 25 cases reported in the literature until 1995, which
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suggests that it is a rather rare event [94]. It has been estimated that only 0.04-0.07% of
PJls are caused by oral bacteria [67, 95], but a more recent report suggested a much higher
risk [96]. Importantly, there is a discrepancy between the bacterial findings in PJI and the
bacteria supposed to cause bacteraemia during dental procedures. While staphylococci are
predominantly (>50%) cultured in PJI, they are of no importance in bacteraemia during
dental procedures [97]. Furthermore, in less than 10% of PJls the cultured bacteria are of
odontogenic origin [98] contrasting with more than 40% in infective endocarditis, where
antibiotic prophylaxis against these odontogenic bacteria is well-established [94].

Over three decades the prophylactic use of antibiotics before dental intervention has been
a subject of discussion in the literature for dentists, orthopaedic surgeons and infectious
disease specialists. A review of all English, German and French language literature
evaluated 144 publications on this topic [99] and the authors concluded that PJIs due to
haematogenous spread following dental work are very rare and that the scientific rationale
for antibiotic prophylaxis at best is very weak. Furthermore, they stated that the use of
perioperative antibiotic prophylaxis in selected, high-risk patients is based ‘more on fear
than on science’. A recent study by Berbari [100] found no increased risk of PJI after dental
interventions and no statistically significant reduction of PJI after using antibiotic
prophylaxis targeting odontogenic microbes. Analyses of the high-risk subgroups (e.g. RA)
showed that dental procedures were not a risk factor for PJI in any of the subgroups.

A review from 2010 focused on the potential role of staphylococci originating from the
mouth as cause of PJI after dental interventions [101]. The conclusion was to follow the
preceding AAOS/ADA 2003 recommendations [102]. Here RA patients are considered high-
risk patients who should receive antibiotic prophylaxis in high-risk dental procedures.
Somewhat surprisingly, they recommend some non-staphylococcal agents (e.g. amoxicillin)
in cases of prophylaxis.

Various national guidelines and different recommendations exist [99, 103-112]. Whether
all RA patients with artificial joint replacements should receive antibiotic prophylaxis
before dental interventions is still unclear. Our study in Paper Il may contribute to this
discussion in Norway.

2.5.3 RA medication as a risk factor for SSI
2.5.3.1 Corticosteroids and synthetic DMARDs

Corticosteroids have a negative influence on normal wound healing. They cause
disturbance of the angiogenesis, collagen production and reepithelialisation of dermal
wounds [113]. There is also a reduction of the neutrophil chemotaxis. The clinical
consequences of these effects include delayed wound healing, dehiscence of the incision
site and wound infection [114]. The magnitude of the problem seems to depend on the
duration of use and the doses of the corticosteroids [17, 20]. It is not known at which dose
(daily or cumulative) these anti-proliferative effects have clinical relevance [115]. There is
scant knowledge of perioperative complication rates and corticosteroid usage in
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orthopaedic surgery. Of four different studies, only one reported an increase in
postoperative wound infection rate [116-119]. The other three studies were small, the
corticosteroid dosage was generally low, there were different indications for corticosteroid
use as well as different patient populations, and various surgical procedures were included
[120]. The authors of a recent review of perioperative care for RA patients, stated that
“prednisone is associated with one of the highest overall infection rates, far exceeding the
risk associated with most conventional DMARDs and biologics” [121]. It is uncertain
whether this may be extrapolated to the setting of orthopaedic surgery and joint
replacement surgery.

Of the synthetic disease modifying anti-rheumatic drugs (DMARDs), Methotrexate is the
most commonly used in RA. Methotrexate inhibits leukocyte chemotaxis [113] and also
seems to influence various immune mechanisms without completely eliminating them
[115]. A wound infection may arise as a postoperative complication in patients taking
Methotrexate [113], but most available studies have shown little to no effect of
Methotrexate on postoperative complication rate after orthopaedic surgery. In a large
prospective randomized trial including 388 patients, no increased infection or wound
complication rate was found after orthopaedic surgery in patients continuing
Methotrexate compared to those who withheld Methotrexate perioperatively [122]. Of the
numerous retrospective and prospective studies evaluating the impact of Methotrexate on
surgical complications [121], only two small studies (including 13 and 19 patients) came to
a different result [123, 124]. Based on these findings, more recent literature advocates the
continuation of Methotrexate perioperatively [120, 121]. However, modern RA treatment
using the “treat to target” and tight control principle involves increasingly high doses of
Methotrexate, often in combination with corticosteroids and/or other DMARDs [8, 120].
Future research will possibly show the influence on the infection risk.

With regard to other commonly used DMARDs including sulfasalazine (SalazopyrinR),
hydroxychloroquine (PIaqueniIR), leflunomide (AravaR), and azathioprine (ImureIR), research
addressing adverse surgical events in association with these drugs is insufficient but in
general, continuation perioperatively seems reasonable [121].

2.5.3.2 TNF-a inhibitors as a risk factor

As described in Section 1.4, the risk of infection is of particular concern as a side effect of
TNF-a inhibitors. The literature addressing anti-TNF-o treatment as a risk factor for
infection after joint replacement surgery in RA is conflicting [125-134] (Appendix Ill). Some
of these studies are clearly underpowered to detect a difference in a rare complication
such as PJI. The other studies are difficult to compare since a variety of orthopaedic
procedures with different baseline infection risks are included and the outcome measures
are not uniform. In addition, SSI, which is a commonly used outcome in some of these
studies, is not validated for joint replacement surgery [135]. Consequently, these studies
are unable to conclude as to whether anti-TNF treatment is a risk factor for infection after
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total joint replacement surgery in RA patients. Because of the persistent concerns
regarding the safety of anti-TNF treatment, most guidelines recommend the
discontinuation of anti-TNF treatment perioperatively [136-138].

2.5.4 Antibiotic-loaded cement as a risk factor for late PJI in RA

Antibiotic-loaded cement in combination with antibiotics systemically has been shown to
provide the best survival of the implant in primary THR surgery [139-141]. Furthermore,
the risk of revision for infection was higher in THRs fixed with cement without antibiotics
than in uncemented THRs and THRs fixed with antibiotic-loaded cement [139, 141]. In
Scandinavia almost all cemented primary THRs are performed with antibiotic-loaded
cement (The Danish Arthroplasty Register, The Norwegian Arthroplasty Register and The
Swedish Arthroplasty Register).

The release dynamics of antibiotics from the cement is not clear, but it is probably a
combination of a surface and bulk phenomenon [142]. Little is known about the duration
of the prophylactic antimicrobial effect of the antibiotics in cement. It varies in the
literature from days to several years [143, 144]. Cement in itself, due to its surface
properties, has shown increased bacterial adherence and colonization compared to
polyethylene and metal [144, 145].

In RA there is a higher susceptibility to (late) haematogenous prosthetic joint infections
than in non-RA [69, 71]. Inactive cement, after cessation of the elution of antibiotics, may
reinforce this susceptibility to (late) prosthetic joint infection in RA.
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Il Aims of the projects

Paper |

To compare the risk of revision for infection after THRs and TKRs between RA patients and
OA patients based on data in NAR

To detect changes in the relative risk of revision for infection in THRs and TKRs over time
for RA and OA patients

To investigate the time from primary surgery to revision for infection in THRs and TKRs in
RA patients and OA patients

Paper Il

To compare the bacterial findings in infections leading to revision of THR in RA patients and
OA patients

To assess the incidence of S. aureus infections and compare this in RA and OA patients

To compare the incidence of infections leading to revision of THR caused by
microorganisms potentially of oral or dental origin in RA patients and OA patients

Paper Il

To compare the risk of revision for infection after THRs in RA patients and OA patients in a
large Nordic study population

To evaluate any changes with time in the relative risk of revision for infection in THRs in RA
and OA patients

To investigate the time from primary surgery to revision for infection in THRs, and evaluate
the revision risk of RA and OA patients with uncemented and antibiotic-loaded cemented
THRs specifically
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Il Patients and methods

1. Health registers

The Nordic countries have long-standing traditions of high-quality national health
registries. The use of personal identification numbers enables the merging of data between
different registries and surveys. These health registers offer an unique opportunity to
study diseases and treatment modalities in large unselected populations and over a long
period of time. Results from registry research thus, in general, provide results which are
generalizable to all patients (excellent external validity). The large number of patients
included allow for the evaluation of rare events in uncommon diseases (such as PJls in RA
patients) which may be difficult to study in other research settings. Furthermore, the
longitudinal design with unlimited follow-up time offers the possibility to study
complications, adverse events of treatment or death occurring late in the disease course,
when other studies have usually been terminated. In addition, register-based studies are
comparatively inexpensive and most often clinically solid endpoints may be studied.
However, some limitations should be mentioned. Due to the nature of these registries with
continuous registration by a number of doctors/nurses involved in the treatment of
patients, the number of variables must be limited and for research purposes, important
variables may be lacking. Thus, one may have to investigate proxy variables which reflect
the outcome of interest (such as arthroplasty surgery which reflects joint destruction in
RA). Also, possible confounding factors are controlled for by the randomization in an RCT,
while such factors must be adjusted for using statistical analyses in register-based studies.
Only a limited number of potentially confounding factors are registered, and several
factors that can skew the results may be unknown. In addition, some authorities are
concerned about the privacy aspect of using these health register data for medical
research.

2. The Norwegian Arthroplasty Register (NAR)

The Norwegian Arthroplasty Register (NAR) was initiated in 1987 as a national hip
arthroplasty register. From 1994 knee arthroplasties and prosthetic replacements of other
joints were also registered [10]. The NAR is a national quality register approved by the
Norwegian Data Protection Authority. Furthermore, it represents the cornerstone of the
National Centre of Competence for Joint Replacements approved by the Norwegian
Ministry of Health in 2002.The NAR is owned by the Norwegian Orthopaedic Association
and is an integrated part of the Department of Orthopaedic Surgery, Haukeland University
Hospital. The main objective of the register has been to detect inferior implants, bone
cements and procedures, rapidly or as early as possible after introduction. Data on the
primary implantation and any subsequent revision surgeries of the same joint is collected
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and linked for each individual patient. Revision is defined as a reoperation where a part,
various parts or the whole implant are exchanged or removed. In the study periods in
Papers | and I, minor soft-tissue procedures were not reported to the NAR.

The following information is, amongst other variables, reported to the register: any
previous surgeries to the joint, the date and laterality of the operation, whether the
operation is a primary or revision operation, which joint was operated, the indication for
surgery (diagnosis), all data on the prosthetic components and bone cement used,
reason(s) for revision (e.g. deep infection), type(s) of revision, data on systemic antibiotic
prophylaxis and prophylaxis against thrombo-embolism, the type of operating theatre,
operation time, perioperative complications etc. The operating surgeon fills in the register
form immediately after the operation and sends it to the NAR. The registration is not
compulsory, but the completeness for primary total joint arthroplasties of the hip and
knee, as well as revisions, was more than 90% [146, 147]. The completeness of registration
for removal procedures (e.g. Girdlestone) was somewhat (20%) lower [147]. In Paper | we
identified 108,786 primary total hip and knee joint replacements in patients with RA and
OA operated from 1987 (1994 for knees) until June 2008 in the NAR database. For Paper I,
the NAR was used to identify patients revised due to infected hip prostheses from 1987
until October 2007. 318 revisions for infection in 292 patients with RA and OA were
included in the study.

3. The Nordic Arthroplasty Register Association (NARA)

Acknowledging the importance of surveillance of joint replacement surgery, arthroplasty
registers were established in a number of countries. The Danish, Finnish and Swedish hip
arthroplasty registers were instigated in 1995, 1980 and 1979, respectively. The similar
health care systems and the use of personal identity numbers in Norway, Finland, Denmark
and Sweden make it possible, logical and desirable to combine and compare the data in
these national arthroplasty registers. In 2007 a collaboration of the registers, the Nordic
Arthroplasty Register Association (NARA), was established [148, 149]. For our study in
Paper Il we defined a set of parameters where all the national registers were able to
provide data: age, gender, laterality, diagnosis (e.g. RA), date of primary THR, type of
fixation, type of bone cement cup/stem, date and reason of revision (e.g. deep infection)
and date of death. In all registers, the definition of revision was surgical removal or
exchange of part(s) of or the whole prosthesis. The completeness of data in the individual
registers is high [15, 147, 150]. In Paper lll we identified in the NARA 390,671 primary total
hip replacements in RA and OA patients from 1995 to 2010.

4. Bacterial findings in revised hip prosthesis

We identified 1443 revisions for infection in the NAR from 1987 until October 2007. The 10
hospitals performing most revisions for infection, with a total of 730 revisions, were
visited. The medical records of these patients were systematically reviewed. Incomplete or
missing data were found in 228 revisions. Of the remaining 502, only 287 revisions were
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performed in OA (269) and RA (18) patients. To increase the number of revisions in RA
patients, we obtained the medical data of another 31 revisions for infection in RA patients
from several other hospitals than those originally visited and we extended the period for
RA patients from 2007 until 2009. Thus we included 269 revisions (in 255 OA patients) in
the OA group and 49 revisions (in 37 RA patients) in the RA group.

5. Methods

A major focus of this study was to understand distinct features of patients with RA in the
setting of arthroplasty surgery and risk for infection of the implant. We compared patients
with RA and OA in all three studies (Papers I-1ll). The larger group of patients with OA
served as a control group as general changes such as changes in operating theatres,
treatment policy, antibiotic and thrombosis prophylaxis, would presumably be similar for
both groups. Using a control group gave us the opportunity to put our findings and
conclusions concerning RA patients in a certain perspective.

In the NAR, patients who are dead or lost to follow-up due to emigration are registered
and the follow-up period is terminated at the date of death or emigration. For missing
data, staff of the registry contact the relevant staff at each hospital to complete the forms.
Thus, all patients registered have complete data on the basic variables such as
demography, date and cause of surgery, implant type, and revision. However, patients may
be re-operated abroad without having emigrated, and such surgeries would not be
registered. Furthermore, erroneous registration must be expected to occur occasionally,
and the completeness of registration to the NAR, although very high, is not 100% and thus
some operations may not be registered. Even so, we have no reason to suspect a
systematic mis-registration or loss of patients or revisions.

In Paper | we included 2,642 knees and 4,167 hips in the RA group, and 21,832 knees and
80,325 hips in the OA group, all of which were primary procedures. Statistical analyses
were performed separately for knees and hips. In Paper 11l 13,384 RA THRs and 377,287 OA
THRs were included. In Studies | and Ill we compared the total risk of revision for infection
in RA patients to OA patients. Furthermore, we evaluated the risk of revision for infection
in two time periods (1987(1994)-2000 and 2001-2008 in Paper I, 1995-2001 and 2002-2010
in Paper Ill), and we studied the timing of the revision procedure (early or late infections).
The use of the much more extensive NARA database in Paper Ill meant that the group of
RA patients revised due to infection was much larger (710 in Paper | and 2315 in Paper ).
We were thus able to perform sub-analyses, mainly concerning the influence of the type of
implant fixation on the risk of revision for infection. In addition, using a larger database
and including patients from several countries improves the external validity of our findings.

TNF-a inhibitors were introduced in 1999/2000. From 2000 on, the use increased steadily
[28], also among patients undergoing joint replacements [8]. Using 2000 (Paper 1) and 2001
(Paper Ill) as cut-off points, we divided the patients into one group (operated during the
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later time period) in which a considerable proportion of the RA patients were treated with
TNF-a inhibitors and another group (operated during the earlier time period) in which
none or very few received such treatment. RA and OA patients were compared within the
two time periods (particularly in Paper I, Table 3) and the relation between the diagnostic
groups was compared in order to evaluate a possible influence of the TNF-a inhibitors on
infection risk. By using the OA joint replacements as a control group, we controlled for
most time-dependent changes, such as treatment policy, operating theatres and
awareness, which may have influenced infection risk. Factors such as increased
comorbidity (particularly diabetes and obesity) or an increased focus on prosthesis
infection and thus possibly improved reporting of such revisions to the NAR, may have
contributed to the overall increase in revisions for infections seen during the study period.
However, since there is no reason for such factors to have influenced RA patients
differently than OA patients, studying the difference in infection risk between RA and OA
patients enables the detection of particular features or changes in the RA group. Of course,
unknown factors may still have influenced one of the groups differently. This is an inherent
problem with observational studies.

Furthermore, we evaluated the time span from primary implantation until revision for
infection and compared this between the two diagnostic groups (for knees and hips
separately, Paper | ). In Paper I, in which the very large number of THRs from the NARA
was studied, we compared this time span in RA and OA patients with uncemented THRs
and with antibiotic-loaded cemented THRs. This was done to determine whether the
fixation mode had an influence on the time from index operation until infection leading to
revision. Every THR where antibiotic-loaded cement was used (both components cemented
or hybrid/reverse hybrid) was included in the antibiotic-loaded cement group.

In Paper Il we collected the bacterial findings of revisions for infection in RA and OA
patients by visiting and reviewing the medical reports initially in a selection of 10 hospitals
in which the highest number of revisions for infections had been performed. In patients
having had more than one revision for infection in the same joint, data from all revisions
were included. Since we were most interested in the occurrence of S. aureus (highly-
virulent bacteria), only one (or more) positive bacterial culture was considered sufficient to
define it as causative for the infection. Usually, more than one positive culture is needed
for the diagnosis of PJI [50, 62-64, 151]. The following bacteria were considered as
potentially odontogenic bacteria (as defined by Berbari [100]): Viridans group streptococci,
beta-haemolytic streptococci, Peptostreptococcus species, and streptococcus-like bacteria
not further identified.
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6. Statistics

We used the Student’s t-test to detect any group differences in normally distributed
continuous variables (e.g. age, mean follow-up time). The Pearson chi-square test (and
Fisher’s exact test in cases of low numbers) was used to test for group differences in
categorical variables (e.g. gender, bacterial findings in RA/OA). Similar statistical methods
were used in Papers | and Ill. In the survival analyses the start point was the primary
arthroplasty. The follow-up time was estimated until the first revision for infection of the
arthroplasty or until the patient was censored at death or emigration, at the end of the
respective studies, or if the arthroplasty was revised for other causes than infection. The
NAR is continually updated using Statistics Norway on patients who die or emigrate.
Unadjusted survival analyses were performed using the Kaplan-Meier method [152]. To
estimate the relative risk (RR) with 95% Cl, Cox regression analyses with adjustment for
age, gender, diagnosis, year of primary surgery (and fixation mode in Paper Ill) were
performed [153]. We used an extended Cox model to estimate the (log) RR within different
follow-up intervals. P-values lower than (or equal to, Paper Ill) 0.05 were considered
statistically significant. The statistical analyses were performed using the statistical
software programmes SPSS (SPSS, Chicago, IL), versions 15.0 (Paper I) and 20.0 (Paper lll),
and the statistical software package R [154].
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IV Summary of Papers I-ll

Paper |

Risk of revision for infection in primary total hip and knee arthroplasty in patients with
rheumatoid arthritis compared to osteoarthritis. A prospective, population-based study
on 108,786 hip and knee joint arthroplasties from the Norwegian Arthroplasty Register
Johannes C. Schrama, Birgitte Espehaug, Geir Hallan, Lars B. Engesater, Ove Furnes, Leif I.
Havelin, Bjgrg-Tilde S. Fevang

Objectives: We compared the differences in risk of revision for infection, changes in risk
over time and in time from primary surgery to revision for infection after THRs and TKRs, in
RA patients and OA patients.

Methods: In the Norwegian Arthroplasty Register, 6,629 and 102,157 primary total joint
replacements in patients with RA and OA, respectively, were identified from 1987 (1994 for
knees) until 2008. Survival analyses with revision due to infection as endpoint were
performed using the Kaplan-Meier method for constructing survival curves and multiple
Cox regression to calculate relative risk (RR) estimates for diagnosis, adjusted for age,
gender and year of primary surgery. An extended Cox model was used to estimate RR
within different follow-up intervals.

Results: RA patients with TKR had 1.6 times higher risk of revision for infection than OA
patients, while there was no difference in the THRs. In the THRs we found a higher risk of
revision for infection from 2001 onwards, whereas the development for TKRs was the
opposite. These time effects affected the RA and OA groups equally. The risk of revision for
infection from 6 years postoperatively onwards was higher in RA patients.

Conclusion: The overall risk of revision for infection after TKR was higher in RA patients.
The risk of late infection leading to revision of the TKR and THR was higher in RA patients
than in OA patients. After the year 2000, the relative risk of revision for infection in RA,
compared to OA, remained unchanged.
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Paper Il

Bacterial findings in infected hip joint replacements in patients with rheumatoid arthritis
and osteoarthritis. A study of 318 revisions for infection reported to the Norwegian
Arthroplasty Register

Johannes Cornelis Schrama, Olav Lutro, Hakon Langvatn, Geir Hallan, Birgitte Espehaug,
Hakon Sjursen, Lars B. Engeseeter, Bjgrg-Tilde Fevang

Objectives: To detect the bacterial cause of infected THRs in patients with RA compared to
patients with OA.

Methods: 1443 revisions for infection were reported to the NAR from 1987-2007. The 10
hospitals with the highest number of revisions for infections were visited and a total of 730
revision records were systematically reviewed. For this study 269 infection episodes in 255
OA patients served as control group. We identified 49 infection episodes in 37 RA patients
from 1987-2009. The bacterial findings were obtained from the microbiological reports in
the patients’ medical records.

Results: The RA patients were, on average, 10 years younger than the OA patients and
there were more females (70% vs. 54%). We found no difference in the bacterial findings in
patients with RA and OA. A tendency towards a higher frequency of Staphylococcus aureus
(18% vs. 11%) causing PJI was found in the RA patients compared to the OA patients. There
were no bacteria of potentially oral or dental origin found in the RA patients, while we
found these in 4% of the OA patients.

Conclusion: The type of bacteria that were identified in patients with RA did not
significantly differ from those in OA patients. Bacteria of potentially odontogenic origin
were not found in infected THR in RA patients.
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Paper Il

Increased risk of revision for infection in rheumatoid arthritis patients with total hip
replacements. A study of 390,671 primary arthroplasties from the Nordic Arthroplasty
Register Association

Johannes Cornelis Schrama, Anne M Fenstad, Havard Dale, Leif Havelin, Geir Hallan, Sgren
Overgaard, Alma B Pedersen, Johan Karrholm, Géran Garellick, Pekka Pulkkinen, Antti
Eskelinen, Keijo Makela, Lars B Engeszeter and Bjgrg-Tilde Fevang

Objectives: We studied the risk of revision due to infection and changes over time after
primary THRs in patients with RA and OA during a 16-year period. Time from primary
implantation to revision was compared between the two diagnostic groups. Uncemented
THRs and those fixed with antibiotic-loaded cement were studied separately.

Methods: We identified 13,384 THRs in RA patients and 377,287 THRs in OA patients from
1995 to the end of 2010 in a dataset of the NARA. Kaplan-Meier survival curves, with
revision for infection as the endpoint, were constructed. Cox regression analyses were
performed to calculate the RR of revision for infection adjusted for age, gender, fixation
technique and year of primary surgery. An extended Cox model was used to estimate RR
within various follow-up intervals in patients with uncemented THRs and THRs fixed with
antibiotic-loaded bone cement.

Results: RA patients had a 1.3 times (Cl 1.0-1.6) higher risk of revision for infection than OA
patients. After 2001 the risk of revision for infection after THR increased more for RA
patients than for OA patients. During the first 3 months and from 8 years postoperatively
the risk of revision for infection was higher in RA patients with THRs fixed with antibiotic-
loaded cement than in OA patients with THRs similarly fixed.

Conclusion: Overall, we found a slightly higher risk of revision for infection in RA patients
than in OA patients, but this difference was only present after 2001. In antibiotic-loaded
cement THRs the risk of early and late infections leading to revision was increased in RA
compared to OA patients. In the uncemented THRs no statistically significant difference in
risk of revision for infection between RA patients and OA patients was revealed.
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V General discussion
1. Overall risk of revision for infection in RA versus OA

Paper | showed that the risk of revision for infection in TKRs was 1.6 times higher in RA
than in OA patients (RR 1.6 (1.1-2.4)), while there was no difference in THRs when
comparing RA and OA (RR 0.98 (0.7-1.5)). In Paper Il we found a 1.3 times higher risk of
revision for infection in THRs in RA compared to OA (RR 1.3 (1.0-1.6)). The discrepancy in
the result in THRs between Papers | and Ill is difficult to explain. One explanation may be
that the number of patients in Paper Il is much greater which may enable the detection of
smaller differences, and render them statistically significant. Alternatively, the results may
indeed be different, possibly due to the inclusion of patients from four countries and/or by
a slight difference in study periods (1987(1994) to June 2008 in Paper | and 1995-2010 in
Paper lll). For TKRs our findings confirm the findings of other authors [14, 75-77] describing
an increased risk of revision for infection in RA patients. For THRs, however, the literature
is conflicting [9, 79], which to some extent is illustrated by the difference in results in our
Studies | and IIl. Thus, based on our studies as well as other previous studies, there is a
higher general risk of revision for infection in RA patients compared to OA patients, but for
THR, if present at all, this increased risk seems to be small and of uncertain clinical
importance.

2. Risk of revision for infection in two time periods

The cut-off for the two time periods was quite similar in Paper | (2001) and Paper Il (2002).
In Paper |, the relationship between RA and OA patients in the risk of revision for infection
in TKRs and THRs did not change over the whole study period. In Paper Il we found no
difference in revision for infections between RA and OA patients in the first period, but a
difference became evident in the last period (RR 1.4 (1.0-1.8)). As mentioned above, and
maybe to a larger extent in this case, the greater numbers included in Study Ill may explain
the discrepancy in results between Papers | and lll, as may the inclusion of an additional
two and a half years of inclusion and follow-up with more RA patients potentially on
aggressive immune-modulating therapy.

In the following, | will focus on the findings in Paper IIl.

Post aut propter (after this or on account of this)

In the last period (2002-2010) the risk of revision for infection was higher in RA patients
than in OA patients. This was not the case in the earlier time period (1995-2001). There are
a few possible explanations for this finding. First, the relative increase in risk of revision for
infection coincides with a change in the general treatment of RA. Over the last 5-10 years
the ‘treat to target’ principle has been developed and implemented in the management of
RA. This means a more aggressive medical treatment with initially frequent and regular
follow-up and appropriate therapeutic adaptation aiming at rapid remission with low
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disease activity [155]. Generally, higher doses of Methotrexate, corticosteroids and more
often combination regimes have been used. This may have contributed to a greater
susceptibility to infection in the last period.

Second, the immune-modulating TNF-a inhibitors were introduced in the treatment of RA
around 1999/2000. The use has increased steadily [28], also in patients undergoing total
joint replacements [8]. Later, other biologic drugs have been introduced including
rituximab (MabTheraR), abatacept (OrenciaR) and tocilizumab (RoActemraR). If a major
negative impact of biologic treatment on infection risk had been present, there is reason to
expect that it would have influenced the results markedly. A small increase in risk of
infection leading to revision was indeed found during the last time period, in Paper I,
which may indicate such an effect; however, the magnitude of the difference was small.
Moreover, we did not have data on the use of biologics or other drugs and thus could not
tell whether the patients with infected implants used biologics or not. Thus, our findings
may have been due to other time-dependent factors that we were not able to identify
from our registry dataset.

Other possible factors that may have influenced the infection risk in RA patients during the
last 10-year period could be that RA patients were treated differently from OA patients by
the surgeons in the last period, for instance in the choice of antibiotic prophylaxis or
fixation mode. However, one would rather expect such measures, if taken, to have the
opposite effect on the results. Furthermore, there is no literature to support a general
increase in disease severity in RA patients which could explain an increase in infection risk.
On the contrary, some authors believe that the disease severity has become milder during
recent years, although it is difficult to know whether such a change is due to improved
treatment or to changes in disease features [156]. Increasing overweight in the population
during recent years is well known, but there is no literature to support such a development
to be greater in RA patients than OA patients. On the contrary, obesity is an important risk
factor for developing OA.

Thus, we believe changes in the medical treatment for RA to have been a major cause of
this increase in risk of revision for infection in RA THRs during recent years. However, the
magnitude of the increase was small and of limited clinical importance and based on our
findings, we recommend continued close surveillance and additional studies to further
illuminate this issue.

3. Risk of early and late revision for infection

In Paper | we evaluated the time from the primary TKR and THR until revision for infection.
In the first postoperative year there was a trend towards a higher risk of revision for
infection in RA compared to OA patients in the TKRs (RR 1.8 (0.9-3.4)). From 5-6 years
postoperatively onward we found an increased risk of revision for infection in RA
compared to OA in both the TKRs and THRs, with RR 5.4 (1.9-16) and RR 4.1 (1.6-11),
respectively. This was statistically significant from about 7 years postoperatively, but the
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gap between the risks in RA and OA patients started to appear at 5-6 years
postoperatively.

In Paper Il we wished to study this observation more closely and we therefore analysed
the time from primary THR until revision for infection in uncemented and antibiotic-loaded
cemented prostheses separately. In the uncemented THRs we found a trend towards a
higher risk in RA compared to OA throughout the follow-up period (the RR from 3 months
to 2 years was 1.1 (0.6-2.2, p=0.72), from 2 years to 8 years 1.4 (0.6-2.9, p=0.44)) and
longer than 8 years postoperatively 1.5 (0.3-6.8 p=0.62). In antibiotic-loaded cemented
THRs a significantly higher risk in RA was revealed during the first three months
postoperatively (RR 1.8 (1.1-3.0)) and from 8 years onward (RR 2.7 (1.2-6.3), Figure 1).

Figure 1. Time from primary operation to revision for infection comparing RA to OA patients in Paper |, THRs
and TKRs, and in Paper lll, THRs inserted uncemented or with antibiotic-loaded cement.
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The trend to an increased risk of revision for infection in the early postoperative period in
TKRs (1 year in Paper I) and THRs with antibiotic-loaded cement (3 months in Paper IIl) in
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RA compared to OA can be explained by higher rates of wound infection in RA [157]. The
lack of this finding in THRs in Paper | and in uncemented THRs in Paper Ill may be explained
by a combination of a general higher risk of infection leading to revision in replacements of
knees than in replacements of hips when comparing RA to OA (Paper I) and by the lower
numbers in Paper | than in Paper Ill and therefore greater uncertainty of the results. There
was no significant difference in risk of revision for infection between RA and OA in
uncemented THRs in the first 3 months (RR 0.4 (0.1-1.8)), whereas there was a significantly
higher risk in RA than in OA in antibiotic-loaded cemented THRs (RR 1.8 (1.1-3.0)). This
difference in findings between uncemented and antibiotic-loaded cemented prostheses
found in Paper Il may be explained by a possible selection of low risk (less comorbidities,
younger, etc.) RA patients for the uncemented THRs.

Late infections

After the early postoperative period (1 year in Paper | and 3 months in Paper lIl) the curves
for RA patients show a similar course except in the uncemented THRs. In the majority of
the total joint replacements in Paper I, antibiotic-loaded cement was used. In Norway only
15-20% of THRs and even fewer TKRs are uncemented [158]. This may explain why the
curves of THRs and TKRs in Paper | are so similar to the cemented curve in Paper lll. The
course of these curves after the first postoperative year is characterized by a lack of
difference between the two diagnostic groups the first 5-6 years followed by an increasing
difference between the risks with time. This finding could be caused by an initial protective
effect of the antibiotics in the cement lasting somewhat longer than 5 years but shorter
than 10 years, which was also found by Josefsson [143]. After these 5-8 postoperative
years the elution of the antibiotics and the protective effect cease. Not only the extra
volume but also the surface properties (bacterial adherence/colonization) of the now
inactive bone cement may reinforce the already higher susceptibility for haematogenous
infections in RA patients possibly leading to late infections causing revision. This may also
explain the lack of increase in late infections in RA patients operated with uncemented
prostheses, since there is no (initial) protection of the antibiotics, and no late adverse
effect of the cement. The 95% Cl for the uncemented THR RA curve is quite wide,
indicating some uncertainty of the results. This should be kept in mind when interpreting
the findings. Due to the low number of patients having cemented prostheses without
antibiotics, no sub-analyses were performed for the RA versus the OA patients and we may
not conclude any potential impact of such fixation in RA patients.

4. Bacterial findings

In Paper Il we found no statistically significant difference in bacterial findings in PJIs in RA
patients compared to OA patients. There was a trend towards a higher frequency of S.
aureus in RA than in OA (18% vs. 11%) but we could not with certainty confirm the findings
of Berbari who found 37% S. aureus in their study of THRs and TKRs in patients with RA
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[54]. Bacteria of potential oral or dental origin (odontogenic) had an occurrence of 4% in
OA, while in RA no such bacteria were found.

A substantial part of the material, 31-37%, was culture negative. This is much higher than
other authors have reported (2-18%) [64]. The reason for this may be the use of
antibiotics, inadequate taking, handling and/or culturing of the samples or an incorrect
diagnosis of infection. In our study staphylococci were found in more than half of the
positive cultures, which has also been reported by others [50, 159]. We performed a prior
statistical power analysis based on the study by Berbari [54], which is the largest study
performed in RA patients (see Chapter VII, bacterial findings). This showed a sufficient
power with the numbers of infection episodes in RA patients which were actually included
in our study. However, we expected a higher incidence and a greater difference in the
frequency of S. aureus between the two diagnostic groups than were eventually found. The
study was therefore underpowered and unable to detect (small) differences, if present.
Our findings should therefore be interpreted with this in mind.
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VI Conclusions

Paper |

The overall risk of revision for infection in TKRs was 1.6 times higher in RA than in OA
patients. In THRs there was no difference in the risk of revision for infection between RA
and OA patients.

The risk of infection for RA patients relative to OA patients did not change after the year
2000.

In both the TKRs and the THRs the risk of revision for infection was higher in RA patients
than in OA patients from 5-6 years postoperatively.

Paper Il

We found no difference in bacterial findings from infected THRs in RA patients and OA
patients.

In RA patients we found a frequency of S. aureus of 18% and in OA patients 11%. This
difference was not statistically significant.

Odontogenic bacteria causing infection leading to revision were found in 4% of OA
patients, while no such bacteria were found in RA patients.

Paper Il

The overall risk of revision for infection in THRs was 1.3 times higher in RA patients than in
OA patients.

The difference in risk of revision for infection between RA and OA patients emerged after
2001. In the period 1995-2001 no difference was seen.

In patients having antibiotic-loaded cemented prostheses, the risk of revision for infection
was higher in RA patients than in OA patients during the first 3 postoperative months and
increasingly from 8 years postoperatively.
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VIl Methodological considerations

Quality of data

Studies | and Il are register-based studies. These are prospective, observational (cohort)
studies. The evidence level of such studies is inferior to randomized controlled trials (RCTs),
which represent the gold standard in evidence-based medicine. A strength of our study is
that we evaluate the occurrence of a rare event occurring in a relatively small diagnostic
group of patients with THRs. Comparing the small RA group with a large control group (OA
patients) over a long follow-up time was done to control for potential (time-dependent)
confounders (e.g. changes in operating technique, operation theatres, pre-and
postoperative procedures, threshold for operating older patients, awareness of prosthesis
infections, diagnostics of infection, etc.). The studies thus offer a reasonably high internal
validity.

The end point (i.e. revision for infection) of the studies was solid, but the designation of
deep infection as the cause for revision depended on the judgment by the individual
surgeon based on preoperative and perioperative findings. The results of cultures taken at
revision surgery were not available when the register form was completed. The precision
of the diagnosis is therefore uncertain.

The numbers and completeness of the data are high in both studies, making our results
generalizable in terms of setting and population. The external validity is therefore also
high, at least in a Caucasian population.

As mentioned above, the diagnoses registered in the NAR and NARA databases are made
before the results of the tissue cultures from the surgery are ready. Therefore some
patients will be erroneously diagnosed with infection and some infected cases will
erroneously be diagnosed with aseptic loosening, pain alone or other diagnoses.

Studying the influence of medication and fixation mode on the risk of revision for infection
The optimal study design for the evaluation of the influence of certain medication regimes
on infection rates would be an RCT. However, a very large number of RA patients would
have to be included in order to have sufficient power to detect differences of the rare
event of PJI. The follow-up period would also have to be quite long. Similarly, for studying
mode of fixation, a vast number of RA patients would have to be randomized to cemented
or uncemented fixation. Such studies have not been performed, presumably because they
would be extremely difficult, time-demanding and expensive to undertake. In addition, the
allocation of RA patients into specific treatment regimens for a very long period of time
may represent an ethical dilemma. The medication of RA is highly individualized and
appointing patients into predetermined treatment regimens could lead to suboptimal
treatment of some patients.

Our register-based studies give information on the actual outcome in terms of revision for
infection, in a large patient cohort followed for up to 21 (Paper I) and 16 years (Paper Ill).
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To study the influence of medication in RA on the risk of revision for infection in joint
replacements more accurately, a future study could be based on a linkage of the
Norwegian Prescription Database and the NAR. The Prescription Database has person
identifiable data from 2007, which was not sufficient for the present studies, but can be of
great interest in the future.

It would have been of interest to study the impact of fixation mode more closely. We did
not find a statistically significant difference in the risk of revision for infection in RA
patients compared to OA patients with uncemented THRs. Even with the use of the large
NARA database, the number of RA patients having uncemented THRs was rather low (n =
3,034). This caused our findings to be uncertain, as illustrated by the wide 95% confidence
interval. However, in our study of around 3,000 RA patients and 83,000 OA patients with
uncemented THRs, no difference in infection revisions was detected and we may conclude
that, if present, a difference in risk between RA and OA patients must be small and
probably clinically insignificant.

Bacterial findings

The study in Paper Il is a retrospective study and consequently did not have an optimal
quality of data. A large number of infection episodes had missing or erroneous data (228 of
730). Although not analysed, we had no reason to believe that these exclusions involved a
selection bias. Furthermore, we performed a power analysis based on the findings of
Berbari [54] who found 37% S. aureus in PJI in RA patients. Our number of infection
episodes in RA and OA would achieve sufficient statistical power with a 20% difference in
group proportions. In our present study we revealed only 18% S. aureus in RA versus 11%
in OA. There thus were too few infection episodes in our RA patients to detect a
statistically significant difference for S. aureus, if present. This represents a type Il error. A
type Il error is the inability or failure to reject a false null hypothesis and is commonly
caused by an insufficient number of observations. The probability of the type Il error (B) is
related to the power of the test (1-B). In other words, our finding of p-values in the non-
significant range can either reflect a lack of difference between the patient groups or that
there are too few infection episodes to show such a difference, if existent. In conclusion, a
new study with additional collection of data from the last 6 years will probably give a
better chance to detect any differences, if present.
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VIll Clinical implications

In addition to the obvious burden to the patient caused by repeat surgery, long-term
antibiotic treatment and hospital stays, and often reduced function, prosthesis-related
infections are associated with substantial costs for the health care system (Chapter | 2.1).
Of additional concern in RA patients is the need to pause important anti-rheumatic medical
treatment during the infection episode, often resulting in flares of the rheumatologic
background disease, thus adding to the burden of prosthesis infection in RA patients.
These factors as well as the higher risk of revision for infection after joint replacements in
RA patients compared to OA patients make specific preventive strategies desirable.

Preoperative considerations

The preoperative care of the RA patient undergoing joint replacement surgery should
include a strict evaluation of the patient’s medication, with particular focus on steroid
therapy and biological agents. Most guidelines advocate the cessation of biologic drugs. A
recent consensus group meeting (organized by orthopaedic surgeons) that dealt with
periprosthetic infection proposed that all DMARDs including Methotrexate, biologic drugs
and steroids should be discontinued prior to elective joint replacement surgery [151].
Furthermore, the disease activity of RA should be as low as possible when undergoing
surgery.

Prevention of early postoperative infections

It has previously been shown that screening/selective decolonization will reduce the
number of SSIs and that this procedure is cost-effective [160]. Furthermore, RA patients
have a higher occurrence of nasal carriage of S. aureus than the non-RA population
(Chapter 1 2.5.1) and our study in Paper Il showed a trend towards higher frequency of S.
aureus in revisions for infection in RA than in OA patients. In addition, wound infection
after joint replacement surgery appears more often in RA than in OA patients [157] and
Berbari [63] showed that such SSlIs represent a massive risk factor (RR=35) for PJI.
Consequently, to prevent early infections, preoperative screening/selective decolonization
of S. aureus could be considered introduced as a routine in RA patients. Preferably, this
should be done in a clinical trial, although such a study might be difficult to accomplish due
to the rareness of SSI.

Prevention of late haematogenous infections

RA patients with indwelling prosthetic joint replacements are especially susceptible to late,
haematogenous infections leading to revision. Specific preventive measures include
adequate (and prompt) treatment of all respiratory, urinary, odontogenic and skin and
soft-tissue (especially of the same extremity) infections in such patients. However, in
general the occurrence of haematogenous late infections after seeding from remote
infections is probably low [161].

Based on our study in Paper Il we are unable to conclude on whether to give routinely
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prophylactic antibiotics before dental procedures in all RA patients with prosthetic joint
replacements. Our Study Il suggests that anti-staphylococcal antibiotics should be
prescribed, if prophylactics are to be given. Individual evaluation of RA patients seems to
be important [104] and is needed to determine the risk factors for infection. Immune-
suppressed, high-risk RA patients (e.g. with high disease activity, lingering use/high steroid
dose, leukopenia, use of biologics, etc.) should be considered for antibiotic prophylaxis
before dental procedures.

Microorganisms

Based on our findings in Paper I, where a high percentage of negative cultures was
revealed, a focus on detection of the bacteria in the setting of revision surgery
(perioperatively) seems to be needed. An ‘antibiotic holiday’ before taking samples, an
adequate number of samples, optimal handling of the samples and mode and duration of
culturing should be evaluated more strictly.

Antibiotic-loaded cement

Paper lll revealed a higher risk of revision for infection in THRs after 8 years postoperatively
in RA compared to OA patients when antibiotic-loaded cement was used. However, no
difference in the total risk of revision for infection was seen when comparing THRs with
antibiotic-loaded cement to uncemented ones. In general, the use of antibiotic-loaded
cement as the fixation mode in THRs is recommended in all high-risk patients to prevent
PJls [151]. Based on our findings, one should be aware that the risk of infection leading to
revision increases slightly from 5-8 years onwards after implantation of a THR with
antibiotic-loaded cement (or TKR (Paper I)) in RA patients compared to OA patients.
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Appendix |

Definition of PJI (Berbari 1998, Del Pozo 2009)

Presence of at least one of the following:

Acute periprosthetic inflammation on histopathological examination
Sinus tract communicating with the prosthesis

Gross purulence in the joint space

Isolation of significant amounts of the same microorganism from more than one cultures of
joint aspirates

Ll

Another proposal to define a Periprosthetic Joint Infection (Parvizi 2011)

1. There is a sinus tract communicating with the prosthesis, or
2. A pathogen is isolated by culture from at least two separate tissue or fluid samples
obtained from the affected prosthetic joint, or
3. Four of the following six criteria exist:
a) Elevated serum erythrocyte sedimentation rate (ESR) and serum C-reactive
protein (CRP) concentration
b) Elevated synovial leucocyte count
c) Elevated synovial neutrophil percentage (PMN%)
d) Presence of purulence in the affected joint
e) Isolation of a microorganism in one culture of periprosthetic tissue or fluid
f) More than five neutrophils per high-power field in five high-power fields
observed from histologic analysis of periprosthetic tissue at 400 times
maghnification
PJI may be present if fewer than four of these criteria are met.

A third definition of Periprosthetic Joint Infection (Parvizi 2013)

1. Two positive periprosthetic cultures with phenotypically identical organisms, or
2. Asinus tract communicating with the joint, or

* Having 3 of the following minor criteria:

a) Elevated serum C-reactive protein (CRP) AND erythrocyte sedimentation rate (ESR)

b) Elevated synovial fluid white blood cell (WBC) count OR +change on leukocyte esterase test strip
c) Elevated synovial fluid polymorphonuclear neutrophil percentage (PMN%)

d) Positive histological analysis of periprosthetic tissue

e) Asingle positive culture
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Appendix Il
Surgical Site Infection (CDC Definition) (Horan 1992, Skramm 2013)
Superficial Incisional Surgical Site Infection

Infection within 30 days after the operation and only involves skin and subcutaneous tissue of the
incision and at least one of the following:

1. Purulent drainage with or without laboratory confirmation, from the superficial incision

2. Organisms isolated from an aseptically obtained culture of fluid or tissue from the
superficial incision

3. At least one of the following signs or symptoms of infection: pain or tenderness, localised
swelling, redness, or heat and the superficial incision is deliberately opened by the surgeon,
unless the incision is culture-negative

4. The diagnosis of superficial incisional SSI is made by a surgeon or attending physician

Deep Incisional Surgical Site Infection

Infection occurs within one year if implant (e.g. joint replacement) is in place and the infection
appears to be related to the operation and the infection involves deep soft tissue (e.g. fascia,
muscle) of the incision and at least one of the following:

1. Purulent drainage from the deep incision but not from the organ/space component of the
surgical site

2. Adeep incision spontaneously dehisces or is deliberately opened by a surgeon when the
patient has at least one of the following signs or symptoms: fever (>38°C), localised pain or
tenderness, unless the incision is culture-negative

3. An abscess or other evidence of the infection involving the deep incision is found on direct
examination, during reoperation, or by histopathologic or radiologic examination

4. Diagnosis of deep incisional SSI made by a surgeon or attending physician

Organ/Space Surgical Site Infection

Infection occurs within one year if implant (e.g. joint replacement) is in place and the infection
appears to be related to the operation and the infection involves any part of the anatomy (e.g.
organs and spaces) other than the incision which was opened or manipulated during an operation
and at least one of the following:

1. Purulent drainage from a drain that is placed through a stab wound into the organ/space

2. Organisms isolated from an aseptically obtained culture of fluid or tissue in the organ/space

3. An abscess or other evidence of infection involving the organ/space that is found on direct
examination, during reoperation, or by histopathologic or radiologic examination

4. Diagnosis of organ/space SSl is made by a surgeon or attending physician
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Appendix Il
Publication Surgery Conclusions Notes
Talwalkar (2005) Anti-TNF treatment | Elective Anti-TNF treatment | No serious wound
with or without orthopaedic without cessation infections in any of
perioperative surgery didn’t increase the the patients.
continuation rate of infection Underpowered
Wending (2005) Anti-TNF Mainly Uninterrupted use No pyogenic
treatment, with or orthopaedic of anti-TNF infections.
without surgery treatment didn’t Underpowered
continuation increase the
frequency of
adverse events.
Giles (2006) Anti-TNF naive vs. Elective Association
anti- TNF treatment | orthopaedic between early
surgery serious
postoperative
infections and anti-
TNF treatment
Ruyssen-Witrand Anti-TNF treatment | Elective and A trend of more Underpowered
(2007) with or without emergency postoperative
perioperative orthopaedic infections when
continuation procedures continuation
Den Broeder 3 cohorts: anti-TNF | Elective Continuation of Not powered to
(2007) naive, anti-TNF orthopaedic anti-TNF treatment | detect small
treatment with and | surgery not an important differences in
without risk factor for SSI infection rates
continuation
Gilson (2010) Case control, Anti- | Total joint Increased risk of PJI | Steroid use was a
TNF treatment and | arthroplasty with anti-TNF risk factor for PJI
PJl vs. non-PJI treatment
Kawakami (2010) | Case-control, anti- Joint surgery Increased risk of SSI | Anti-TNF treatment
TNF treatment vs. for major was interrupted
conventional orthopaedic surgery | perioperatively
DMARDs in anti-TNF Flare upsin 17.2%
treatment
Suzuki (2011) Anti-TNF treatment | Joint arthroplasty Increased risk of SSI | Anti-TNF treatment
vs. non-biological surgery and other | for joint was interrupted

DMARDs

orthopaedic

replacements in

perioperatively

surgery anti-TNF treatment
Momohara (2011) | Biological DMARDs | TKR and THR Increased risk of
vs. non biologic acute SSI for
DMARDs THR/TKR in anti-TNF
treatment
Berthold (2013) Anti-TNF treatment | Elective No increased risk of | Historical control

with or without
continuation

orthopaedic and
hand surgery

SSI with
continuation of anti-
TNF treatment

group

Studies on influence of anti-TNF treatment on risk of infection after orthopaedic surgery




	01 Avhandling final2
	02 Faner 3_1
	03 Paper I
	04 Faner 3_2
	05 Paper II
	06 Faner 3_3
	07 Paper III


<<
  /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



<<
  /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



<<
  /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




