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A B S T R A C T   

Purpose: To investigate the influence of fluorescein angiography (FA) on blood pressure (BP) in 
patients with retinal diseases, and analyze the predictive factors for acute elevation of systolic BP 
after FA. 
Design: and Methods: A prospective study was conducted with 636 patients undergoing FA be
tween April 2021 and October 2021. BP and pulse were measured in each patient before and 20 
min after FA. The baseline characteristics of patients who developed an acute elevation in systolic 
BP (>10 mmHg) were compared with those of the remaining patients to detect factors that may 
predict this acute elevation. 
Results: Overall, mean systolic BP changed from 142 ± 17 mmHg to 140 ± 20 mmHg after 20 min 
(p = 0.1). Mean diastolic BP changed from 79 ± 15 mmHg to 78 ± 13 mmHg after 20 min (p =
0.45). Mean pulse rate changed from 73 ± 14 bpm to 70 ± 12 bpm after 20 min (p = 0.001). 103 
patients (16 %) had acute elevation of systolic BP (>10 mmHg). Mean systolic BP changed from 
143 ± 17 mmHg to 162 ± 19 mmHg after 20 min in this group (p = 0.001). Patients in this group 
were significantly older compared to the rest (73 ± 12 vs 67 ± 15, p = 0.001). The rate of chronic 
renal failure was significantly higher in this group compared to the rest of the patients (42/7.8 % 
vs 15/14.6 %, p = 0.01). 
Conclusions: This study demonstrated that fluorescein angiography is a relatively safe procedure 
with regards to blood pressure changes. However, chronic renal failure could be considered as 
predictive factor for acute elevation of systolic blood pressure after this procedure.   

1. Introduction 

Fluorescein angiography (FA) has been a commonly used method for obtaining important diagnostic imaging for the retina since its 
invention [1]. 

Sodium fluorescein is an orange-red, crystalline, water-soluble hydrocarbon dye with a molecular weight of 332.3 g/mol. It 
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remains essentially intravascular when injected intravenously and circulates in the blood stream. Nevertheless, it crosses blood vessels 
and diffuses most rapidly into other body fluids when blood-tissue barriers are impaired. Fluorescein exhibits the physical property of 
fluorescing at 520–530 nm (green) when stimulated by light at 465–490 nm (blue) [2,3]. 

The FA provides insight into the arterial and venous vascular status and the manifestation of various internal and ophthalmological 
disorders. It is frequently used as a routine and follow-up examination in known diabetes mellitus for early detection of diabetic 
retinopathy; in age-related macular degeneration (AMD); in retinal perfusion disorders such as retinal arterial and venous occlusion; in 
anterior ischemic optic neuropathy and other ocular or vascular diseases [4–7]. 

Following the introduction of optical coherence tomography angiography (OCTA), which is non-invasive compared to FA, FA has 
recently become less used, especially for monitoring clinical progression. OCTA is a novel imaging technique that identifies vascular 
structures based on motion or flow characteristics. It offers fast, non-invasive, depth-resolved vascular imaging information. However, 
there are still a few conditions that require the use of FA, which provides a wide-angle examination of the retina and detects vascular 
leakage [8]. 

Although fluorescein is a relatively safe agent, significant side effects have been reported in the literature, some of them are 
common, such as yellowing of the skin and urine, as well as mild side effects including nausea, vomiting, redness of the skin, itching, 
and sneezing. Serious but rare side effects have also been reported such as severe vasovagal reactions, syncope, laryngeal edema, 
bronchospasm, and anaphylactic shock in less than 1 in 100,000 injections [2,3]. 

Fluorescein is reported to cross the placenta and could carry a potential risk to the fetus. The US Food and Drug Administration 
(FDA) has classified fluorescein as pregnancy category C [9]. The Fluorescein Sodium product information indicates that insufficient 
studies have been conducted to evaluate safety in pregnant women and that use should be limited to cases where it is strongly 
indicated, with caution that it should be avoided, especially in the first trimester [10]. On the other hand, some clinical reports 
concluded that FA does not correlate with a high rate of birth anomalies or complications during pregnancy [11]. 

However, in the literature, there is little evidence for cardiovascular side effects of FA. Nevertheless, some concerns have been 
raised about a potential role of arterial hypertension before and after FA, especially in elderly patients, and therefore hypertension is 
considered a relative contraindication to FA in previous reports [12]. At the Saarland University Medical Center (UKS), we observed an 
acute increase in arterial blood pressure (BP) in some of our patients. Consequently, the present prospective study aimed to investigate 
the influence of FA on BP and pulse in patients with retinal diseases. In addition, we analyzed the predictive factors for acute elevation 
of systolic BP after FA. 

2. Methods 

This prospective study was conducted including 636 adult patients (>18 years) undergoing indicated FA in the Department of 
Ophthalmology at Saarland University Medical Center between April 2021 and October 2021. Informed consent was taken from each 
patient before the procedure. Baseline clinical and demographic parameters were obtained from the electronic medical records. 

Our exclusion criteria were pregnancy, elevated BP before FA (systolic >180 mmHg, diastolic >100 mmHg), bilateral mastectomy 
and known allergy to fluorescein. Patients taking beta-blocker tablets or using beta-blocker-containing eye drops were closely 
monitored as they may be at increased risk of attenuated vascular compensatory responses to anaphylactic shock. 

2.1. Fluorescein angiography (FA) 

FA (HRA2; Heidelberg Engineering, Heidelberg, Germany) was performed according to the normal existing standard. After an 
image of the retina was taken under normal illumination, mydriasis was induced by Tropicamide 5 mg/1 ml and Phenylephrine 2.5 % 
eye drops. Subsequently, after careful selection of an appropriate arm, an intravenous line was opened, through which fluorescein (2.5 
ml of a 10 % solution, Alcon Pharma GmbH, Freiburg, Germany) was administered. Arm retinal time was then immediately measured, 
followed by acquisition of the ocular fundus assessment images in the prearterial, arterial, arteriovenous, and venous phases at fixed 
time intervals. The examination lasted a maximum of 20 min and was completely painless. Subsequently, approximately 20 min after 
the FA, patients were questioned again regarding various symptoms, such as skin lesions, stomach pain, nausea, vomiting, shortness of 
breath, chest pain, dizziness and palpitations. 

2.2. Blood pressure (PB) measurement 

BP and pulse were measured before and 20 min after FA. To minimize the effects of stress, the patient sat comfortably in a chair with 
a backrest and placed his/her feet on the floor before the measurement. Ideally, the patient should be relaxed, not speak and remain in 
this position for at least 5 min. It was also noted that there were no contraindications to the use of the chosen arm, such as lymphedema, 
recent trauma or surgery, or arteriovenous fistula. If any problems existed, the other arm was used. An appropriately sized cuff was 
chosen, with the inflatable bladder enclosing at least 80 % of the arm. The cuff was placed on the bare upper arm about one inch above 
the bend of the elbow. If the BP had to be repeated due to illegible or unreliable values, there was a waiting time of at least 1 min before 
each measurement [13]. For this study, Philips Efficia CM100 electronic monitors were used to measure BP (accuracy - Maximum SD 
≤ 8 mmHg - Maximum ME: ±5 mmHg). The pulse rate was continuously measured with the same monitor system. Adequate time was 
allowed to detect any irregularities in strength or rhythm. 
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2.3. Definition of arterial hypertension 

The clinical and demographic parameters were taken from the electronic medical records. If the diagnosis of hypertension was 
known from the medical history and the patients were taking antihypertensive medication, the diagnosis of hypertension was made. If 
hypertension was not known, arterial hypertension was defined as “systolic blood pressure ≥140 mmHg and/or diastolic blood 
pressure ≥90 mmHg” measured at least two different time points [14]. In this case, we sent the patient to the cardiology department 
for further evaluation. 

Main outcome measures included:  

• Systolic BP  
• Diastolic BP  
• Pulse  
• Other side effects 

In addition, baseline characteristics were compared between patients with acute elevation of systolic BP (>10 mmHg) and the 
remaining patients to detect any factors predictive of this acute elevation. 

Ethical approval: This study was approved by the Ethics Committee of the Medical Association of Saarland, Germany (No. 129/21). 
Statistical analysis: IBM SPSS version 27 was used for statistical analysis. To test for normality of distribution we used the 

Kolmogorov-Smirnov test. We further looked at all the significant parameters describing the distribution (such as Mean, SD, Median, 
Skewness and Kurtosis) as well as the histogram and Q-Q plots. The final decision regarding the distribution was based on all the 
mentioned elements using the approach of Peat et al. [15]. Continuous data are presented as mean ± standard deviation, skewed 
continuous parameters were expressed as median (interquartile range defined as Q1–Q3). Categorical data were summarized as fre
quencies and percentages and were compared using χ2 test. Comparisons between baseline characteristics were performed with the 
independent Student’s t-test for the continuous variable (age), as it was normally distributed, and with the χ2-test for the categorical 
variables (sex and comorbidities). To analyze the association between baseline and the rise in BP, binary logistic regression analysis 
was used. Parameters that were found to be univariate associated with the outcome and those that show a slight association with the 
outcome with p < 0.20 were included in the multivariable analysis. A P value of <0.05 was considered statistically significant. 

3. Results 

3.1. Baseline characteristics 

The mean age of all patients was 67.5 ± 15 years. 427 (67.1 %) of all patients reported arterial hypertension, while 229 (36 %) 
reported diabetes mellitus and 57 (9 %) reported chronic renal failure. A summary of baseline characteristics for all patients is shown 
in Table 1. 

3.2. Changes of blood pressure (BP) for all patients 

The mean systolic BP changed from 142.2 ± 17 to 140.9 ± 20 (p = 0.1) after 20 min (Fig. 1). The mean diastolic BP changed from 
79.0 ± 15 to 78.2 ± 13 (p = 0.45) after 20 min (Fig. 1). The mean pulse rate changed after 20 min from 72.7 ± 14 to 70.0 ± 12 (p =
0.001). We did not observe any significant difference in BP between patients receiving beta-blockers-containing eye drops and other 
patients. 

Patients with acute systolic BP elevation: 

Table 1 
Baseline characteristics and BP changes for all patient and patients with acute elevation of systolic BP after FA (>10 mmHg) compared to other 
patients (≤10 mmHg).  

Variable all patients (n = 636) systolic BP (≤10 mmHg) (n = 533) systolic BP (>10 mmHg) (n = 103) p-value 

Age (years) 67.5 ± 15 67.5 ± 15 73.8 ± 12 0.001 
Male:Female % 54 %:46 % 54 %:46 % 53 %:47 % 0.53 
Heart failure 30 (4.7 %) 23 (4.3 %) 7 (6.8 %) 0.36 
Diabetes mellitus 229 (36 %) 189 (35.4 %) 40 (38.8 %) 0.79 
Cerebrovascular accident 53 (8.3 %) 46 (8.6 %) 7 (6.7 %) 0.32 
Smoking 84 (13.2 %) 76 (14.2 %) 8 (7.8 %) 0.20 
Coronary heart disease 115 (18.1 %) 92 (15.3 %) 23 (22.3 %) 0.21 
Atrial fibrillation 89 (14.1 %) 69 (12.9 %) 20 (19.4 %) 0.05 
Arterial hypertension 427 (67.1 %) 349 (65.4 %) 78 (76.5 %) 0.08 
Chronic renal failure 57 (9 %) 42 (7.8 %) 15 (14.6 %) 0.01 
Systolic BP 142.2 ± 17 → 140.9 ± 20 142.0 ± 16 → 136.6 ± 14 142.8 ± 17 → 161.8 ± 19 - 
Diastolic BP 79.0 ± 15 → 78.2 ± 13 79.2 ± 9 → 78.8 ± 9 79.8 ± 17 → 82.5 ± 20 - 
Pulse rate 72.7 ± 14 → 70.0 ± 12 72.5 ± 10 → 69.8 ± 10 70.5 ± 12 → 73.0 ± 16 - 

BP: Blood pressure, FA: Fluorescein angiography. 
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Sixteen percent (n = 103 patients) had acute elevation of systolic BP (>10 mmHg). The mean systolic BP changed in this group from 
142.8 ± 17 to 161.8 ± 19 after 20 min (p = 0.001). Patients in this group were significantly older (73.8 ± 12 y/o) compared to the rest 
of the patients (67.5 ± 15 y/o) (p = 0.001). 

The rate of patients with heart failure, diabetes mellitus, history of cerebrovascular accident, smoking, coronary artery disease, 
atrial fibrillation and arterial hypertension in this group showed no statistical significant difference compared to the rest of the patients 
(p > 0.05). 

The rate of patients with chronic renal failure was significantly higher in this group (16.4 %, n = 15 patients) compared to the rest 
of the patients (7.8 %, n = 42 patients) (p = 0.01) (Table 1). 

In multi-variable Cox regression analysis, presence of chronic renal failure but not advanced age, was found to be predictors of 
acute elevation of BP after FA. 

3.3. Patients with chronic renal failure 

In patients with chronic renal failure (n = 57), the mean systolic baseline BP changed from 133.7 ± 17 to 152.3 ± 16 after 20 min 
(p = 0.001). The diagnosis of renal failure in this study was primarily confirmed by a nephrologist for each patient, and we reviewed 
the last GFR value to determine the current stage. The distribution of patients with renal failure according to chronic renal failure 
stages [16] is shown in Table 2. 

Other side effects:  

• Nausea: 3.3 % (n = 11 patients)  
• Fatigue: 1.4 % (n = 5 patients)  
• Dizziness: 1.7 % (n = 6 patients)  
• Anaphylactic reactions: 0 % (n = 0 patients) 

Fig. 1. Changes of blood pressure (BP) before and 20 min after fluorescein angiography (FA) for all patients.  

Table 2 
The distribution of patients with renal failure according to chronic renal failure stages [16].  

Stage GFR (mL/min per 1.73 m2) other patients (n = 533) systolic BP (>10 mmHg) (n = 103) Total 

G1 ≥90 37 (6.90 %) 10 (9.70 %) 47 
G2 60–89 0 2 (1.96 %) 2 
G3a 45–59 0 1 (0.98 %) 1 
G3b 30–44 1 (0.10 %) 0 1 
G4 15–29 4 (0.80 %) 1 (0.98 %) 5 
G5 <15 0 1 (0.98 %) 1 
Total 42 (7.8 %) 15 (14.6 %) 57 

BP: Blood pressure, GFR: Glomerular filtration rate. 
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4. Discussion 

This present prospective analysis was performed to examine the effect of FA on BP and showed that FA is a safe procedure in terms 
of BP changes. However, we found that chronic renal failure could be considered as predictive factor for acute elevation of systolic BP 
after this procedure. 

Following its introduction in 1961, FA has been widely used for the diagnosis of retinal diseases. Since then, numerous side effects 
of FA have been reported in the literature, of which Kwiterovich et al., in 1991, reported an overall side effect rate of 4.8 % among 2025 
patients, including nausea (2.9 %), flushing (0.5 %), and syncope (0.2 %) [17]. Furthermore, a large-scale systematic review analyzed 
the results of 78 articles reporting side effects of FA from 1961 to 2017. The overall frequency of side effects ranged from 0.083 to 
21.69 %, divided into mild (1.24–17.65 %), moderate (0.2–6%), and severe (0.04–0.59 %). Fatalities ranged from 1:100,000 to 1:220, 
000 [18]. 

Together, these data could support the result of our study, in which a total of about 6 % side effects occurred, ranging from mild to 
moderate (nausea 3.3 %, fatigue 1.4 %, and dizziness: 1.7 %), without any serious or fatal side effect. 

Cardiovascular side effects have neither been widely reported nor discussed. In 1979, authors [19] described a possible effect of 
fluorescein dye on the heart. Concomitantly, numerous cardiac side effects have been reported after FA, including hypertensive crises 
and myocardial infarction. For example, Deglin reported the first case of acute myocardial infarction with hypertensive crisis after FA 
in 1977 [20]. Similarly, Karhunen reported 3 cases of myocardial infarction in 1986, with one case of collapse during FA showing 
asystole on electrocardiogram [21]. The first case of acute myocardial infarction documented by autopsy was reported in 1993 by 
Ascaso et al. [22]. 

Changes in BP values during or after FA have been controversial in the literature.  

• Some studies focused on hypotension after FA and questioned whether it could be a consequence of the anaphylaxis that fluorescein 
can induce [23]. Several pathophysiologic mechanisms could be responsible for this reaction, including, vasovagal response, 
medication-induced immediate hypersensitivity and nonallergic histamine release [24,25]. However, the exact mechanism is still 
unknown and could be multifaceted. In several studies, IgE-mediated anaphylaxis to fluorescein has been mentioned as a main 
mechanism, although this has not yet been demonstrated with CD-sens.  

• On the other hand, some cases of hypertensive crises during or after FA have been reported in the literature [20,21]. However, all 
of these were just case reports without clear mechanisms for such an occurrence.  

• To our knowledge, the only study, which tried to investigate the effects of fluorescein on elderly patients with hypertension, in same 
the context of our study was (Musa et al., 2006). This was a retrospective study of 358 elderly patients in whom no serious car
diovascular complications were noted. There was no significant change in mean systolic and diastolic BP before and 20 min 
after FA [12]. This could correlate with the overall change in mean systolic and diastolic BP before and after FA in our results. 
However, our study focused on the patients who had an acute elevation in systolic BP (>10 mmHg). 

Multiple data showed an increased risk of mortality and cardiovascular events for every 10–20 mmHg increase in BP [26]. We 
decided to use the cut-off value of 10 mmHg to define patients at risk. Furthermore, for the same methodological/statistical reasons as 
Aiyer et al. [27], who defined an acute elevation between 10 and 20 mmHg, we assumed a relevant elevation to be 10 mmHg systolic 
BP. 

According to this assessment, 16 % of all patients in our study had an acute elevation in systolic BP 20 min after FA. This acute 
elevation in systolic BP could be caused by the sympathetic or vasospastic response to fluorescein as a pathophysiological mechanism 
[25]. 

Moreover, we tried to identify a predictive factor that could be responsible for this acute elevation. The percentage of patients with 
heart failure, diabetes mellitus, history of cerebrovascular accident, smoking, coronary artery disease, atrial fibrillation, and arterial 
hypertension was statistically similar in this group of patients compared to the rest of patients. However, the patients with acute BP 
elevation were significantly older (73 ± 12 vs 67 ± 15, p = 0.001) and had a higher prevalence of chronic renal failure (42/7.8 % vs 
15/14.6 %, p = 0.01). 

It is well known that systolic BP increases steadily with age, which could be due to a general process of increasing arterial rigidity 
[28,29]. On the other hand, a highly graded relationship between systolic and diastolic BP and end-stage renal failure has been 
established [30]. 

In this study, Chronic kidney failure was defined as the presence of abnormalities of kidney structure or function (ie, abnormal 
albuminuria or estimated glomerular filtration rate [eGFR]) less than 60 ml/min/1.73 mm2, persisting for 3 months or more, irre
spective of the cause. This information was determined from the medical record or based on the recent blood values [31]. 

Furthermore, an increase in short-term systolic BP variability has been associated with the progression of renal failure [32]. This 
could be due to various pathophysiological mechanisms that are common in patients with renal failure, such as hyperactivity of the 
sympathetic nervous system, fluctuations in the renin-angiotensin-aldosterone system and arterial rigidity, as well as possible drug side 
effects [33–35]. 

The results of our analysis suggest that FA is a safe procedure with no acute effect on BP. Additionally; this study highlights the role 
of chronic renal failure as a predictive factor for acute elevation of systolic BP due to FA. Consequently, patients with chronic renal 
failure should have their blood pressure closely monitored, which clearly correlates with the fact that renal failure is closely related to 
hypertension. However, it must be mentioned that diagnosed hypertension alone was not a predictive factor for acute elevation of 
systolic blood pressure due to FA in our study, confirming once again that patients with chronic renal failure are a special patient 

A.D. Abdin et al.                                                                                                                                                                                                       



Heliyon 9 (2023) e22700

6

group, even in comparison to those with hypertension alone, and require special attention regarding blood pressure changes. 
However, there are limitations of this study that need to be recognized:  

• This study includes a moderate number of patients.  
• BP was not measured continuously and patients were not masked.  
• The normal adult dosage of fluorescein sodium dye is 500 mg and is usually packaged in doses of 5 ml of 10 % or 2 ml of 25 %. The 

use of a half dosage of 2.5 ml of 10 % fluorescein is a relatively common practice that has been mentioned in some previous clinical 
reports and even compared with the use of the normal dosage to demonstrate any reduction in the frequency and severity of side 
effects, leading to the conclusion that a reduction in the dosage dose did not significantly reduce the frequency of side effects [36]. 
Nevertheless, the use of a low fluorecein dosage (2.5 ml) instead of the normal dosage (5 ml) must be considered as a limitation in 
this study, as this dosage may cause fewer adverse events, including an increase in BP. 

Therefore, further studies using more advanced methods are required to confirm our findings. 

5. Conclusions 

This study demonstrated that fluorescein angiography is a relatively safe procedure relating to blood pressure changes. However, 
chronic renal failure could be considered as predictive factor for acute elevation of systolic blood pressure due to this procedure and 
these patients should be monitored closely. 
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