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Abstract 

 

Background 

The aim of this study is to explore, among Dutch rheumatologists, aspects such as 

attitude towards guidelines, pharmacotherapy, and information needs in the 

treatment of pregnant as well as non-pregnant rheumatoid arthritis (RA) patients. 

 

Methods 

Fifteen rheumatologists from nine different hospitals were interviewed by means of 

a semi-structured interview. Questions addressing attitude towards guidelines, 

pharmacotherapy preferences and information needs with respect to the pregnant 

and non-pregnant patient were asked. The analysis will be based on descriptive 

statistics.  

 

Results 

Guidelines are used by almost half of the hospitals with respect to pregnant RA 

patients and by all hospitals for RA patients in general. With respect to pregnant 

women, nine respondents preferred stopping the medication as soon pregnancy is 

known. When treating RA patients, in general sulfasalazine and methotrexate 

would be drugs of first choice. Information is found in international and national 

books and guidelines.  

 

Conclusion 

Dutch rheumatologists are of the view that there is sufficient information on the 

treatment of RA in pregnant women or women wishing to become pregnant, except 

for safe use of medication during pregnancy. In the future, pregnancy risk 

categorization should be updated and discussed regularly. This should be based 

on more recent literature and experience. A good monitoring system for following 

all young patients with a rheumatic disease should be set up as a first step to 

collect more information on the safe use of medication during pregnancy.  
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Introduction 

Use of medication during pregnancy is a delicate issue and physicians treating 

pregnant women always need to find a balance between the beneficial effects for 

the mother and the potential risks for the child. In Rheumatoid Arthritis (RA) 

induction of remission and its continuous maintenance is presently the goal of 

treatment1. Maintenance therapy with disease modifying anti-rheumatic drugs 

(DMARD) is considered necessary to achieve this objective2,3. Although fertility in 

RA is not impaired, pregnancy outcome is optimal when disease activity is limited 

both during conception and pregnancy. Continuation of drug use during pregnancy 

has been reported to be necessary for 10-25% of women with continuous active 

disease4. Fortunately, most women will experience an improvement of their RA 

symptoms during pregnancy, and medication can be tapered or even stopped 

during this period. However, medication use before pregnancy could still be 

necessary for disease control, and exposure to the drug in the early phase of 

pregnancy is therefore possible. 

When treating young RA patients wishing to become pregnant, rheumatologists 

have to consider several issues. With active inflammation of the joints, when 

medication use is required to control the disease, the safety of pharmacotherapy is 

an important consideration. The treatment of RA has evolved rapidly in the past 

decade. In earlier (1994/1996) national and international guidelines2,3,5 

sulfasalazine (SSZ) was recommended as the initial DMARD for disease control  

when insufficient symptom control is obtained with non-steroid anti-inflammatory 

drugs (NSAID). By2002, the recommended initial DMARD therapy was 

methotrexate (MTX) or SSZ1,6. The shift from symptom control to disease control 

has implications for the treatment of young women wishing to become pregnant. 

MTX is thought to be a very effective DMARD as a general treatment of arthritis but 

it is a known teratogenic drug while SSZ is considered to be safe in pregnancy7. 

Little is known about how rheumatologists make their decisions in daily practice, 

concerning these issues. The aim of our study is to explore, among Dutch 

rheumatologists, aspects such as attitude towards guidelines, pharmacotherapy, 

and information needs and sources on the treatment of pregnant as well as non-

pregnant rheumatic patients. 
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Methods 

For this survey, we interviewed rheumatologists using in-depth semi-structured 

interviews. All rheumatologists and rheumatologists in training in the Northern and 

Eastern part of the Netherlands were informed about this survey (n=42). They 

worked in nine different hospitals; one academic hospital (1307 beds), 6 teaching 

hospitals (between 381-1127 beds) and 2 regional hospitals (340 and 985 beds) 

(table 1).  

 

Table 1. Characteristics of the respondents and the hospitals (N=15) 

Characteristic Number 

Location of hospitals 

- North 

- East  

 

4 

5 

Type of hospitals 

- Academic hospital 

- Teaching hospital 

- Regional hospital  

9 

1 

6 

2 

Number of beds per hospital 

- < 500 

- 500-1000 

- >1000 

 

2 

4 

3 

Respondents 

- Rheumatologist 

- Rheumatologist in training 

15 

14 

1 

 

In the interview, several issues were addressed by means of open-ended 

questions. We asked questions about RA treatment in pregnancy, whether they 

could give an indication of how many pregnant patients with RA attended their 

practice per year and the kind of information they give these patients.  

We also asked about their attitude towards guidelines or protocols, whether they 

used guidelines when treating pregnant RA patients, and if so, which guidelines 

they used, what reasons they had for deviating from the guidelines and whether 
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they had any agreement with colleagues in other disciplines about the treatment of 

their pregnant RA patients. We asked the respondents for their preferences in the 

pharmacotherapy of a pregnant RA patient, and the reasons for their choices and 

when they would deviate from their regular choices. We ended our interview by 

asking if there were enough sources of information, from their point of view, for the 

optimal treatment of pregnant women with RA. 

Because we were also interested in the treatment of RA patients in general, we 

included questions relating to general treatment. All participants were interviewed 

in a face-to-face semi-structured interview carried out by one of the researchers 

(FV). The interviews took place from June till October 2005 in the office of the 

rheumatologist. All interviews were taped and notes were made as well. Afterwards 

the interviews and notes were transcribed into the exact wording of the participants 

and these were summarized into short conclusions or statements, stratified by 

topic or question.  

 

Results 

All hospitals appointed one, two or three rheumatologist to be their spokesman. 

From every hospital at least one rheumatologist was involved, in total 16 

rheumatologists were appointed. Fifteen rheumatologists agreed to participate, 

nine men and six women, among them one rheumatologist in training (table 1). 

 

Treatment of pregnant patients or patients with a pregnancy wish 

Each of the 15 respondents reported seeing at most 20 pregnant patients per year, 

mainly RA patients. From the nine hospitals in this survey, five indicated not using 

specific written guidelines for the treatment of pregnant RA patients or those 

wishing to become pregnant. Four hospitals reported using written guidelines; two 

hospitals included  a section ‘pregnancy’ in their information leaflet and two other 

hospitals used guidelines which contained  relevant information such as pregnancy 

risk classifications, and background information about known or possible 

teratogenic effects.  

From Table 2 can be seen that, nine rheumatologists (9/15) recommended their 

patients to stop medication as soon as pregnancy was known.  
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Table 2. Preference of respondents (n=15) in pharmacotherapy of pregnant 

rheumatoid arthritis and rheumatoid arthritis patients in general 

MTX* SSZ LEF HCQ AZA Corticosteroids No drugs  

Pregnant 

1st choice 

2nd choice# 

3rd choice# 

 

0 

0 

0 

 

4 

5 

1 

 

0 

0 

0 

 

0 

0 

2 

 

0 

3 

0 

 

2 

3 

3 

 

9 

- 

- 

In general 

1st choice 

2nd choice 

3rd choice# 

 

13 

1 

1 

 

2 

10 

2 

 

0 

1 

5 

 

0 

3 

5 

 

0 

0 

0 

 

- 

- 

- 

 

- 

- 

- 

* MTX=methotrexate, SSZ=sulfasalazine, LEF=leflunomide, 

HCQ=Hydroxychloroquine, AZA=Azathioprine, # some respondents reported only 

one or two drugs of choice. 

 

The existence of guidelines, or the type of hospital, did not influence this. All 

rheumatologists indicated that for SSZ, MTX and Leflunomide (LEF), what to do 

when a woman wanted to become pregnant, was clear. For Azathioprine (AZA), 

Cyclosporine (CSP) and Hydroxychloroquine (HCQ), this was less so. Some 

rheumatologists (5/15) indicated that AZA, CSP and HCQ could be used if 

necessary although careful considerations were needed. However, most 

rheumatologists (10/15) disposed towards not giving these medications to pregnant 

women. Based on the available information, rheumatologists advised stopping 

MTX and LEF for at least three months before pregnancy was intended. In theory 

SSZ could be continued during pregnancy because it is thought to be safe. They 

obtained their information from international and national books8,9, international 

literature (by pub-med and up-to-date), international and national guidelines1,6,10, 

and from colleagues.   

Generally, patients with RA were referred to a gynecologist when necessary only, 

such as with the presence of severe RA, or the use of some DMARDs (AZA) or 

steroids and at the patient’s request. Only two rheumatologists indicated that they 

referred all their RA patients to a gynecologist. For patients with a systemic 
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disease, such as Systemic Lupus Erythematosus (SLE), referral to a gynecologist 

was more usual, because of the expected complications11.  

Most rheumatologists (11/15) thought that there was sufficient 

information/guidelines on the treatment of a pregnant woman, although some 

(5/15) would like to see national guidelines. The lack of evidence was considered 

to be the largest problem.  

 

Treatment of rheumatic patients in general 

Table 2 shows that, MTX is the drug of first choice in the treatment of RA patients 

for 87% (13/15) of the rheumatologists interviewed; for 13 % (2/15), SSZ was 

preferred as the first choice DMARD. HCQ, LEF and anti-Tumor Necrosis Factor 

(anti-TNF) therapy were often considered after failure of the first and, sometimes, 

second choice. Combinations of the different drugs were tried if necessary. 

Three hospitals used guidelines to formulate their own protocols and implemented 

them. These general guidelines, including points of view, based in the international 

literature10 were formulated by the Dutch Society of Rheumatology. The guidelines 

were designed to be implemented after adaptation for regional or local settings. In 

the Northern region, four hospitals developed a joint protocol based on those 

recommendations, and in the east two hospitals did the same for their region.  

Thirteen of the fifteen rheumatologists interviewed, indicated using the guidelines 

as written; two rheumatologists said they followed some protocol but did not used 

these written ones. Reasons for rheumatologists not following the guidelines were 

patient-related.  

All rheumatologists reported having some agreements with the GP. In 2002 a 

committee of rheumatologists and general practitioners (GP) formulated a set of 

guidelines regarding the tasks of rheumatologists and GP’s in the treatment of 

patients with RA12. Proposals were made with the advice that for implementation, 

guidelines ought to be adjusted to take account of local and regional settings. 

Some hospitals (3/9) implemented the proposals made; others reported not using 

them at all (4/9) or suggested non-feasibility (1/9) in their practice or satisfactory 

existing agreements between the GP and the rheumatologist (1/9).  
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Discussion 

Our survey showed that although rheumatologists acknowledged that the evidence 

regarding use of RA medication during pregnancy was scarce, there was no major 

need for supplementary guidelines.  

The lack of evidence is rather obvious. Women who might become pregnant are 

excluded from human trials conducted before drug approval13. Moreover, formal 

trials on use of registered drugs during pregnancy are hindered due to ethical 

considerations. Information about approved drugs during pregnancy is usually 

based on, generally scarce, off-label use. 

The rheumatologists interviewed in this study reported seeing at most 20 pregnant 

patients each per year. This indicates that the group of women using DMARDs 

during pregnancy is very small, and experience of such use will remain limited. If a 

patient is pregnant or wishing to become pregnant, a tailor-made advice, based on 

the characteristics of the individual patient, is given. Therefore most 

rheumatologists felt that general guidelines probably would not contribute to better 

advice. 

All rheumatologists interviewed indicated that guidelines, and literature on use of 

SSZ, MTX, and, LEF during pregnancy were clear. They advised stopping MTX 

and LEF at least three months before intended pregnancy, in accordance with 

national and international guidelines1,3,10. Some rheumatologists indicated that 

AZA, CSP and HCQ could be used, after careful consideration, if necessary. Our 

recent review 14 suggests that for HCQ, the information from the US FDA 

pregnancy risk categorization8 is somewhat in conflict with recent evidence. HCQ is 

categorized as C according to the US FDA pregnancy risk category, stating that 

safety in human pregnancy has not been determined. The evidence we reviewed 

suggests that HCQ is probably safe when used in moderate dosages during 

pregnancy for treatment of SLE or RA. AZA is categorized as a drug that despite 

indications of fetal risks can be considered during pregnancy if the benefits of 

therapy outweigh the potential risks. Our review suggests that AZA seems to be 

generally safe in pregnancy. Nevertheless is AZA categorized as a D drug, and 

most clinicians will therefore choose not to use it drug during pregnancy.  
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Chakravarty et al.15 described the practices of rheumatologists in the US when 

prescribing several DMARDs such as MTX, LEF and some anti-TNF-α drugs to 

women of childbearing age. Respondents agreed strongly that MTX and LEF were 

contraindicated in pregnancy and that reliable methods of birth control should be 

used. Those results are in agreement with the recommendations given by our 

respondents, to stop MTX and LEF at least 3 months before intended pregnancy. 

We did not explicitly asked about advice on contraceptives methods, when taking 

these drugs. With regard to all other medications, most rheumatologists advised 

women to stop as soon as they knew they were pregnant, or at least within two 

weeks of the start of pregnancy. This raises the question of whether drug use this 

early could influence pregnancy outcome.  

MTX and SSZ were found to be the DMARD of first choice, in agreement with 

several studies from different countries (Table 3). An Australian survey by 

Conaghan et al.16 reported that the drug of first choice for young people was SSZ, 

but did not present the reasons for this. Jobanputra et al.17 found that, aside form 

MTX and SSZ being the drugs of first and second choice, LEF was more 

commonly preferred than intramuscular gold as third choice. In our study LEF was 

also mentioned as a third choice by several rheumatologists. Gold was mentioned 

as such by only two rheumatologists, one of whom had ceased using it.  
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Table 3. DMARD preferences in the treatment of  Rheumatoid Arthritis in gneral 

from surveys according to rheumatologists in different countries 

Author 

(Reference) 

Year of 

publication 

Country DMARD preference* 

Kay et al.20 

Abstract 

1992 United 

Kingdom 

Sulfasalazine was the most popular first 

choice DMARD 

Conaghan et 

al.16  

1997 Australia MTX was the most frequently used 

DMARD, drug of first choice for young 

people was SSZ 

Maetzel et 

al.21  

1998 Canada 

and United 

States 

MTX first choice for 78.5% of the US 

respondents and 68.7% of the Canadian 

rheumatologists 

Caballero-

Uribe et al.22 

1999 Colombia Rheumatologists favor MTX, CQ, and 

HCQ 

Zink et al.23 2001 Germany Median prescription rate in 1998 for MTX 

was 55%, for SSZ 15% and for 

antimalarials 8% 

Pope et al.24 2002 Canada MTX and HCQ prescribed by all 

rheumatologists and SSZ by 98%, but 

did not look at order of preference 

Aletaha et 

al.25 

2004 Interna-

tional 

MTX first choice, followed by SSZ 

Maravic et 

al.26 

2004 France MTX recommended in early RA 

treatment by 46% and SSZ by 8.2% 

Jobanputra 

et al.17 

2004 United 

Kingdom 

MTX and SSZ were preferred and LEF 

was more commonly preferred then 

intramuscular gold 

DMARD=Disease Modifying Anti Rheumatic Drugs, MTX=Methotrexate, 

SSZ=Sulfasalazine, CQ=Chloroquine, HCQ=Hydroxychloroquine, 

LEF=Leflunomide 
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The changes in the pharmacotherapy of RA treatment, over recent years are 

reflected in the different guidelines. Pollemans et al.18 reported in 1996 that Dutch 

rheumatologists and GPs recognized that cooperation between them needed 

improvement. Guidelines for such cooperation were published in 2002 by a 

committee of rheumatologists and GPs12. Our study shows that all rheumatologists 

reported having agreements with GPs, although not used those guidelines.   

Using a semi-structured interview as a technique for collecting data is a strength of 

this study. Most surveys of rheumatologists have used questionnaires, sent to 

large groups of rheumatologists. With this kind of survey low response rate is a 

problem. A semi-structured interview results in higher response rates19.  

Only including rheumatologists from northern and eastern Netherlands might be 

considered a weakness of this study. Therefore, the generalizability of the results 

to the whole Netherlands is tenuous.  

Dutch rheumatologists regard the available information as being sufficient to guide 

treatment of RA in women who are pregnant or wishing to become pregnant, 

despite inadequate evidence on safe use of medication during pregnancy. There 

are several options to reduce this problem. First, pregnancy risk categorizations, 

such as the US FDA risk categorization, need to be regularly updated. Secondly, 

we plead for a good monitoring system, to follow all young patients with a 

rheumatic disease, to enable collection of information on safe medication use 

during pregnancy. Greater insights on the perspective of pregnant women or those 

intending to be are also required.  
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