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VII 

Late presentation of HIV-infected patients 
at Amsterdam outpatient HIV clinics 

M. Reedijk, P.J.E. Bindeis, L. Wigersma 

S u m m a r y 

The objective of the study was to assess clinical characteristics. CD4+ cell count and 
viral load of treatment-naive HIV-infected patients when first presenting at the 
outpatient HIV clinic. 

From all 146 untreated patients who presented at the outpatient HIV clinics of three 
Amsterdam hospitals in 1996 (between April and October), and from a sample of 50 
untreated patients who presented one year later (same period), data were retrospectively 
collected from the medical files. For patients who were eligible for treatment according 
to the current guidelines, time to initiation of antiretroviral treatment was assessed. 

Except for the proportion of homosexual patients (62% vs 40%, p = 0.01) 
differences between 1996 and 1997 were not statistically significant. Of the total group 
of 196 patients only 22% were asymptomatic with a CD4+ cell count above 400 x I06/1 
upon referral. Of the total of 104 symptomatic patients (median CD4+ cell count 130 x 
10 /1) 50% had been referred within three months after they had been diagnosed HIV-
positive. For patients who fulfilled the treatment criteria, the median time to initiation of 
therapy was two months. 

In conclusion: despite improved treatment options, the majority of patients had an 
advanced HIV infection when they presented at the outpatient clinic in 1996 and 1997. 
As the advanced disease stage that was seen in a large proportion of patients at the time 
of presenting at the clinic was the result of a delay in HIV testing, we strongly plea for a 
more active identification and testing policy. 
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I n t r o d u c t i o n 

As from mid 1996 the international consensus is to recommend antiretroviral treatment 
for all HIV-infected persons with HIV-related symptoms, for patients with CD4+ cell 
counts below 500 x 106/1, and/or for patients with plasma HIV RNA concentrations 
greater than 5000 to 10.000 copies/ml.1"3 Whether patients are treated in accordance 
with these recommendations will, amongst others, depend on the moment they are 
referred to a specialist for therapy. Patients whose referral for treatment is delayed may 
start too late according to current guidelines. Unlike the situation in the earlier years of 
the epidemic, at the present time this may have consequences for the patient's prognosis, 
as the more intensive antiretroviral therapies have led to declines in morbidity and 
mortality.4,5 

In order to gain a better insight into the moment of referral we performed a study in 
three Amsterdam hospitals with a high HIV caseload. The main objective of this study 
was to assess the clinical characteristics, CD4+ cell count and viral load of treatment-
naive HIV-infected patients when first presenting at the outpatient HIV clinic. In 
addition, we assessed the time to initiation of therapy for patients who met the treatment 
criteria. 

Methods 

The present study was performed as part of a larger study into HIV treatment decision
making in the general practice. Three Amsterdam hospitals with a high HIV caseload 
were selected for participation in the present study: A) the Academic Medical Centre 
(AMC), B) the Onze Lieve Vrouwe Gasthuis (OLVG), and C) the Slotervaart Hospital. 
All patients who presented at the outpatient HIV clinic of one of these hospitals for the 
first time in the period between April and October 1996. and who were not receiving 
treatment upon presentation, were included in the study and formed the main study 
population (group I). 

In addition, a smaller sample of patiens was enrolled exactly one year later (between 
April and October 1997). Every month within this period the first four newly referred 
patients were selected in each hospital; of those, the patients who did not receive therapy 
were eligible for participation in the study and formed group II. 

Data on the sociodemographic characteristics and on time since being diagnosed as 
HIV-positive, on HIV disease stage,6 CD4+ cell count and viral load when presenting at 
the clinic were collected from the medical files. For patients who were eligible for 
treatment,1 time to start of therapy was assessed. With regard to the start of therapy 
(defined as the date the drugs were prescribed) patients were followed until September 
1998. Data on the referral route were collected for patients in group I: referral by the 
GP, by a specialist within the same hospital, or by a specialist from another clinic. 
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Statistical analysis 
Statistical analyses were performed using SPSS for Windows 6.1.3 (SPSS inc., Illinois, 
USA). Differences in proportions between groups were tested using the %2 test. 
Differences in median values were tested using the median test for non-parametric 
variables. Time to initiation of therapy was estimated with the Kaplan-Meier method. 
Differences in distributions between groups were tested for significance using the log-
rank test. P-values of 0.05 or less were considered significant. 

Resu l t s 

Sample characteristics 

In 1996 (April to October), 181 HIV-infected persons presented at the HIV outpatient 
clinic of one of the three hospitals for the first time. Thirty-five patients were excluded: 
33 were already receiving antiretroviral therapy, and in the case of two patients data 
were incomplete. The remaining 146 patients were enrolled in group I. Eighty-seven 
patients (60%) had been referred by their GP, forty (28%) by a specialist within the 
same hospital, nine (6%) by a specialist from a different hospital, and nine (6%) had not 
been referred by a physician ('self-referral'). In the case of one patient this information 
was missing. 

In 1997 (April to October), a total of 193 patients was referred to the three hospitals. 
Of the selected sample of 72 patients (37% of the total number of referred patients) two 
were excluded because they had been referred earlier, and another twenty were excluded 
because they had received treatment upon presentation at the outpatient clinic. The 
remaining fifty untreated patients were enrolled in group II. 
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Patient character is t ics at the time of referral 

Table 1 shows the sociodemographic characteristics for both groups. Patients were 
predominantly white males, on average 37 years old, who had acquired HIV through 
homosexual contact. In 1997, the proportion of homosexual patients was significantly 
lower as compared to 1996 (p = 0.01). Other differences between these groups did not 
reach statistical significance. 

Table I. Demographic characteristics. Percentages are given in parentheses. 

Characteristic Group I (n=146) Group II (n=50) 

Gender 
Male 121 (83) 41 (82) 
Female 25(17) 9(18) 

Mean age in years 365 37.8 
Race 

White 115(79) 39(78) 
Non-white 31(21) 11 (22) 

HIV transmission 
Homosexual contact 91 (62) 20(40) 
Heterosexual contact 19(13) 8(16) 
Intravenous drug use 17(12) 10(20) 
Originating from endemic area 11(8) 6(12) p = 0.01 
Other/unknown 5(3) 3(6) 
Missing 3(2) 3(6) 

Clinical characteristics for patients in both groups when first presenting at the outpatient 
clinic are shown in table II. In 1997 (group II), the median time between HIV diagnosis 
and presentation at the clinic was shorter and patients were more often asymptomatic 
and had a lower viral load as compared to the situation in 1996. None of these 
differences reached statistical significance. For a subgroup analysis by disease stage we 
combined groups I and II. The median CD4+ cell count of the symptomatic patients was 
130 x 106/1, the median time between HIV diagnosis and presentation at the clinic was 
three months. For the asymptomatic patients these results were 390 x 106/1 and five 
months, respectively. Of the combined group of 196 patients, only 22% was 
asymptomatic with a CD4+ cell count above 400 xlOVl upon referral. 
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Table II. Clinical characteristics at the time of presentation_at^ 

Characteristic Group 1 (n=146) Group II (n=50) 

Disease stage (%)' 
Asymptomatic 
Symptomatic 
AIDS 

65(45) 
45(31) 
35(24) 

26 (52) 
13(26) 
11 (22) 

Median [range] time since having been 
tested positive in months2 

Total group 4.5 [0-155] 3.2 [0-103.5] 

Asymptomatic patients 
Symptomatic/AIDS patients 

5.3 
2.9 

2.3 
6.1 

Median [range] CD4+ count (xlO'Vl) 
Total group 260 [10-1560] 219 [10-890] 
Asymptomatic patients 
Symptomatic/AIDS patients 

410 
130 

320 
135 

Median [range] plasma HIV-RNA 
(copies/ml)' 

Total group 8.4xl04[BDT-1.5xl06] 3.5 xlO4 [BDT-3.1xl0's] 
Asymptomatic patients 
Symptomatic/AIDS patients 

4.3 xlO4 

1.5 XlO5 
1.5x10" 
4.8 x 10" 

1 In case of 1 patient information was missing 
: Six patients were diagnosed as HIV-positive after the referral 
3 Thirty-three patients in group I and 48 patients in group II were tested for plasma HIV-RNA copy 

numbers BDT=Below Detection Threshold; 1996:1000 copies/ml, 1997: 400 copies/ml 

Time to initiation of treatment 

One hundred and twenty-one patients in group I (83%) and 43 patients in group II 
(86%) qualified for treatment when presenting at the outpatient clinic. One patient 
changed hospitals after the first visit and was left out of the analysis. In both groups 
50% of the patients started within two months after referral to the hospital ( 1.8 and 1.6 
months, respectively). The estimated probabilities for groups I and II of starting with 
therapy during the study did not differ significantly (p = 0.68). Figure 1 shows the 
Kaplan-Meier distribution of time to initiation of therapy for the total group of 163 
patients. Seventy-one percent of the patients started within six months after presentation 
at the clinic; after 12 months 77% had started. 
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Time after presentation at the clinic (months) 

Figure 1. Kaplan-Meier distribution of time to initiation of antiretroviral therapy for the total group 
of patients who were referred in 1996 (group I) and 1997 (group II). 

D i s c u s s i o n 

Despite improved treatment options, the majority of patients presented with an advanced 
HIV infection at the outpatient HIV clinic. Only one-fifth of all patients were in an early 
stage of the infection, with CD4+ cell counts above 400 x 106/1 and without HIV-related 
symptoms. More than half of the total group of patients were symptomatic or had AIDS, 
with a median CD4+ cell count of 130 x 106/1. Patients who were eligible for treatment 
started with therapy shortly after presentation at the outpatient clinic; the median time to 
initiation of treatment was less than two months. 

The fact that the median time between the positive HIV test result and presentation 
at the clinic was only three months for the symptomatic/AIDS patients indicates that in a 
large proportion of patients the advanced disease stage at enrolment did not result from 
a delay in referral but from a delay in HIV testing. Although some of these patients may 
have been ignorant about the risk of being infected, we assume that many have 
consciously delayed the moment of testing. 

Until 1996, avoidance of HIV testing (and treatment) was to some extent 
understandable. Treatment used to only have a very modest effect on prognosis, and in 
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particular the results of the Concorde trial did not encourage early initiation of 
treatment.7 As a consequence, the Dutch HIV testing policy was rather discouraging at 
that time. Current antiretroviral regimens have been shown to decrease morbidity and 
mortality, and we feel that maximum efforts should be undertaken to ensure that all 
patients at least have the opportunity to decide on early treatment. 

Results from an earlier study by the authors showed that it takes considerable time to 
decide on treatment: only half of the patients that were studied started within 12 months 
after they had become eligible for therapy (M. Reedijk et al, submitted for publication). 
It seems important therefore that the discussion about treatment is initiated in an early 
stage, before the patient meets the criteria for treatment. This again stresses the need for 
early testing. 

Some patients may be found to be unable, or unwilling to start lifelong, complex 
treatment with triple therapy. However, this does not mean that they should not be tested 
for HIV at an early stage, as early detection provides better opportunities to educate 
patients about prevention of transmission. 

As a result of the developments in the field of HIV treatment, views with regard to 
testing and towards early treatment have changed in the Netherlands and caregivers are 
currently recommended to actively stimulate persons at risk for HIV to consider 
testing.89 The final decision about whether to test or not to test, however, still lies 
entirely with the individual patient. Active screening of patients at risk and routine 
laboratory testing is not being considered yet. 

No statistically significant differences were observed between the patients who had 
been referred in the summer of 1996, when the important developments in the field of 
HIV treatment had just been made public, and the patients who had been referred one 
year later, when the new treatment strategy was widely known and triple therapy was the 
routine first-line treatment in the Netherlands. Nevertheless, an indication that things 
were changing could be observed: in 1997 the proportion of homosexual patients was 
significantly lower as compared to the year before, which is in agreement with 
observations that were made within the Dutch HIV and AIDS surveillance studies.10 

Furthermore, in 1997 a higher proportion of patients was asymptomatic, and their 
median viral load was lower. In a larger sample of patients these differences might have 
been statistically significant. 

This study, performed in three of the country's main HIV centres, demonstrates that, 
despite current treatment recommendations that were introduced by mid-1996, early 
treatment of HIV-infected patients was not common practice (yet) towards the end of 
1997. The authors fully agree with De Cock et al, that 'HIV/AIDS needs to be 
normalised and its diagnosis considered a task for all medical practitioners'." All 
patients at risk should be identified and tested in order for them to be able to profit from 
the currently available therapeutic and prophylactic treatments. In the Netherlands and 
other northern European countries, where the GP functions as 'gatekeeper' of health 
care, GPs can play a central role in the identification and testing process. This implies, 
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however, that they will need to understand the rationale behind the new treatment 
recommendations so that they will be able to support their patients in making the 
difficult decision to undergo an HIV test or to start triple therapy. 
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