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Review / Derleme  
The Role of Aspirin in Primary Prevention According to Current Guidelines: 

Recommendations for Family Physicians 
Güncel Kılavuzlara Göre Aspirinin Birincil Korunmadaki Rolü: Aile Hekimleri için 

Öneriler 
Gülşah ONUR1, Nadide YILDIZ1, Hilal AKSOY1, İzzet FİDANCI1, Duygu AYHAN BAŞER1 

Abstract 
Family physicians, who are the leaders of primary health care institutions that patients can access easily, should recommend aspirin to patients 
with suitable indications for primary or secondary protection by evaluating the benefit-harm relationship via the principle of "Primum non 
nocere". Studies which were conducted in Turkish primary care settings mentioned that there is an irrational and inappropriate use of aspirin 
in the primary prevention of atherosclerotic cardiovascular diseases. Aspirin has a role in the primary prevention of cardiovascular diseases, in 
reducing the incidence of colorectal cancer, in protection related to increased thrombosis risk by some oncology drugs, and in protection from 
pregnancy complications. Recommendations from current guidelines will lead the way to family physicians regarding the use of aspirin.  
Keywords: Aspirin, family practice, primary prevention, guideline 
 
Özet 
Hastaların kolaylıkla ulaşabileceği birinci basamak sağlık kuruluşlarının öncüsü olan aile hekimleri, "Primum non nocere" ilkesi ile yarar-
zarar ilişkisini değerlendirerek birincil veya ikincil koruma için uygun endikasyonu olan hastalara aspirin önermelidir. Türkiye'de birinci 
basamakta yapılan çalışmalarda aterosklerotik kardiyovasküler hastalıkların birincil korunmasında aspirinin akılcı olmayan ve uygunsuz 
kullanımı söz konusudur. Aspirinin kardiyovasküler hastalıkların primer önlenmesinde, kolorektal kanser insidansının azaltılmasında, bazı 
onkoloji ilaçlarının tromboz riskini artırmasına bağlı korunmada ve gebelik komplikasyonlarından korunmada rolü vardır. Güncel kılavuzlara 
ait öneriler, birincil korunmada aspirin kullanımı konusunda aile hekimlerine rehber olacaktır.  
Anahtar kelimeler: Aspirin, aile hekimliği, primer korunma, rehber 
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Introduction 
Primary healthcare institutions are the first point of contact for every individual in the community. Maintaining 
health and well-being by using health maintenance and disease prevention strategies is one of the core 
competencies of the family medicine discipline. Primary care physicians who provide person-centered care and a 
comprehensive approach are in a position to perform preventive medicine most effectively.1 Preventive health 
services are divided into several groups: Primordial prevention includes preventing the occurrence of risk factors 
before they occur and improving health, primary prevention includes preventing the occurrence of diseases in 
individuals at risk, secondary prevention includes early diagnosis and early intervention to diseases, tertiary 
prevention includes preventing or delaying the occurrence of complications and dysfunctions related to diseases, 
and quaternary prevention includes preventing overmedication.2 Patients and physicians usually prefer 
acetylsalicylic acid (ASA) for the prevention of cardiovascular diseases, which are common in society.3,4,5,6,7,8 
Family physicians, who are the leaders of primary health care institutions that patients can access easily, should 
recommend ASA to the patients with suitable indications for primary or secondary protection by evaluating the 
benefit-harm relationship in the motto of preventive medicine and the principle of "Primum non nocere". This 
review includes recommendations for family physicians concerning the use of aspirin in primary prevention in 
current guidelines. 
The history of aspirin, one of the most commonly used drugs in the world, began thousands of years ago with the 
use of willow tree bark containing salicylate to treat pain and fever.9 Hippocrates and Galen were the first scientists 
who kept medical records about the analgesic and anti-inflammatory effects of willow tree bark.10 In 1897, Chemist 
Felix Hoffman acetylated the hydroxyl group on the benzene ring of salicylic acid, thus making ASA, which is 
frequently found in our prescriptions today.9 In 1948 Lawrence Craven and 1949 Paul Gibson suggested that 
aspirin may be effective in the protection against cardiovascular diseases.11 Aspirin inhibits COX-1 and COX-2 
enzymes irreversibly. Low-dose aspirin shows anti-aggregant effect by inhibiting COX-1 and high doses show an 
anti-inflammatory effect by inhibiting COX-2. Intermediate doses have antipyretic, and analgesic effects. Aspirin 
has oral, rectal, and intravenous usage forms.12 
 
The Role of Aspirin in the Primary Prevention of Cardiovascular Disease: 
Aspirin is commonly recommended for secondary prevention of atherosclerotic cardiovascular diseases (ASCVD). 
However, its use in primary prevention is controversial because the benefit-risk proportion is not clear. This state of 
uncertainty is also reflected in international guidelines: 
In the last version of the ACC/AHA (American College of Cardiology/American Heart Association) Guideline on 
the Primary Prevention of Cardiovascular Disease, the recommendation class for prophylactic aspirin was lowered 
compared to previous guidelines.13 Considering the benefits and side effects, previous guidelines recommended the 
use of prophylactic aspirin only in patients with a high risk of ASCVD.14,15 Data from some studies suggest that the 
benefits of aspirin use in primary prevention outweigh the risks in people with a 10-year ASCVD risk estimate 
above 10%.16 However, the proportional benefits of aspirin in the prevention of nonfatal heart attack and stroke are 
less prominent in recent studies.17 Thus, according to the recently published guideline, low-dose aspirin may be 
noted for the primary prevention of ASCVD in selected patients aged 40-70 years, who are at higher risk of 
ASCVD but without increased bleeding risk (Class of Recommendation (COR) IIb, Level of Evidence (LOE) A). 
At this point, in the selection of the patient group to give aspirin, an individual approach should be taken for every 
patient with detailed anamnesis and physical examination. A 10-year ASCVD risk estimate should be made, the 
family history of early myocardial infarction (MI) should be questioned, blood lipid and glucose values should be 
examined, and it should be evaluated whether these are at the target values. The physician should consider patient-
specific multifactorial factors and decide on a case-by-case basis whether reducing the risk of ischemic events is 
worth increasing the risk of bleeding. Meta-analyses recommend that low-dose aspirin (75-100 mg orally per day) 
is equal to high-dose aspirin in reducing the risk of ASCVD, but high-dose aspirin is associated with a higher risk 
of bleeding. For this reason, low-dose aspirin should be given to this selected group of patients for primary 
prevention of ASCVD. Again, according to this guideline, low-dose aspirin shouldn’t be routinely administered to 
the geriatric population over 70 years of age for the primary prevention of ASCVD due to the increased risk of 
bleeding (COR III, LOE B-R). Additionally, for adults under 40 years of age, routine aspirin administration is not 
recommended because there is unsatisfactory evidence to assess the risk-benefit proportion of routine aspirin in the 
primary prevention of ASCVD. People who have high risk of bleeding, regardless of age, should not be given 
aspirin for primary prevention of ASCVD (COR III, LOE C-LD).13 
According to the last version of the ESC (European Society of Cardiology) Guidelines on Cardiovascular Disease 
Prevention in Clinical Practice, aspirin can be given for primary prevention in patients under 70 years of age with 
diabetes and high or very high risk of ASCVD, if there is no contraindication for aspirin (COR IIb, LOE A). The 
persons under 70 years of age with high or very high risk of ASCVD, decisions should be made on a case-by-case 
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basis, taking into account both ischemic risk and bleeding risk. Further studies are needed in this patient group.18 
According to recent meta-analyses, there is no reduction in all-cause or cardiovascular mortality rate with aspirin, 
but there is a reduction in the risk of nonfatal MI and ischemic stroke. On the other side, aspirin increases the risk 
of intracranial and gastrointestinal bleeding, but there is no consequential increase in the risk of fatal 
bleeding.19,20,21 The risk of bleeding is especially increased in the elderly.18 
According to the USPSTF (United States Preventive Services Task Force) Recommendation Statement on the 
Aspirin Use to Prevent Cardiovascular Disease published in 2022, the suggestions related to initiating low-dose 
aspirin for the primary prevention of ASCVD in adults aged 40-59 years with a 10-year risk of cardiovascular 
disease of 10% or more should be individualized (LOE C). Evidence suggests that the net benefit of using aspirin 
use in this group is minor. The USPSTF recommends aspirin shouldn’t be initiated for primary prevention in adults 
aged 60 years and older (LOE D).22 
According to the "Guidelines for the Diagnosis, Treatment and Follow-up of Diabetes Mellitus and its 
Complications" published by the Turkish Society of Endocrinology and Metabolism (TEMD) in 2022, studies 
conducted in recent years have shown that the place of aspirin in primary prevention in diabetic patients is 
arguable.23,24,25,26 Aspirin increases the risk of bleeding, particularly gastrointestinal system bleeding. Therefore, 
aspirin is not recommended for people with a 10-year risk of cardiovascular events below 5%. 75-150 mg of aspirin 
daily is recommended for primary prevention in diabetic patients with a 10-year risk of cardiovascular events 
above 5%. However, aspirin should be given for secondary prevention in patients with diabetes and ASCVD.27 
In summary, the ACC/AHA guideline recommends the use of low-dose aspirin for primary prevention in selected 
patients aged 40-70 years with a high risk of ASCVD and no increased risk of bleeding; the ESC guideline 
similarly recommends it in selected patients under the age of 70 years with a high/very high risk of ASCVD and no 
contraindications for aspirin use; and the USPSTF recommends it in patients aged 40-59 years with a 10-year 
cardiovascular disease risk above 10%. For diabetic patients, the ESC guideline recommends it in patients under 70 
years of age with a high/very high risk of ASCVD, and the TEMD recommends it in patients with a 10-year risk of 
cardiovascular events above 5%. The ACC/AHA guideline does not recommend the routine use of aspirin for 
primary prevention in the geriatric population aged 70 years and older and in adults under 40 years of age, and the 
USPSTF does not recommend the routine use of aspirin for primary prevention in adults aged 60 years and older. 
The common point of the guidelines is that aspirin is not recommended for people at high risk of bleeding and 
aspirin is recommended for people at high risk of atherosclerotic cardiovascular disease. Individual approach is 
very important in this context. 
When we look at the studies conducted in recent years on the use of aspirin in the primary prevention of ASCVD in 
our country; 1132 adult patients using aspirin for primary prevention were included in the multicentered cross-
sectional study published in 2021, which was provided with data from 30 different cardiology outpatient clinics in 
14 different cities from 7 regions of Turkey. In this study, inappropriate aspirin use for primary prevention was 
found in 100% of patients according to the 2016 ESC guideline and in 89% of patients according to the 2019 
ACC/AHA guideline.3 In another cross-sectional study conducted on 119 adult patients who requested an 
appointment at the family medicine outpatient clinic, published in 2021, 42.01% of the patients stated a reason for 
using aspirin other than the physician's recommendation. It was determined that aspirin use was appropriate for the 
purpose in only 26% of the patients who used aspirin without a physician's recommendation.4 These current studies 
conducted in our country show that there is an irrational and inappropriate use of aspirin in the primary prevention 
of ASCVD. 
 
The Role of Aspirin in the Primary Prevention of Colorectal Cancers:  
Publications are showing that aspirin decreases the risk of colorectal cancer, but further studies are needed. If we 
look at the data from the current literature on the role of aspirin in primary prevention of colorectal cancer, in the 
analysis of two cohort studies involving a total of 94540 participants in 2021, regular aspirin use at the age of 70 
years and older was relevant with a lower risk of colorectal cancer compared to non-regular use. However, this risk 
reduction was only remarkable in people who started using aspirin before the age of 70 and continued to take it into 
their 70s. Starting aspirin at an older age was not relevant with a lower risk of colorectal cancer.28 The systematic 
review published in 2022 for the USPSTF included randomized clinical trials comparing low-dose aspirin 
(Maximum 100 mg orally per day) given for primary prevention with placebo. According to this study, there is 
restricted evidence for the benefits of aspirin use in preventing colorectal cancer; results were highly variable 
according to the length of follow-up and statistically significant only when long-term observational follow-up 
beyond randomized trials was considered.29 In a meta-analysis of 11 randomized controlled trials, high-dose aspirin 
(500-1200 mg orally daily) was associated with a reduced incidence of colorectal cancer; however, this data is 
based on a limited number of studies. There is no consequential reduction in the incidence of colorectal cancer with 
moderate doses (164-325 mg orally daily) or low doses (50-163 mg orally daily) of aspirin.30 
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In the BSG/ACPGBI/UKCGG (British Society of Gastroenterology/Association of Coloproctology of Great Britain 
and Ireland/United Kingdom Cancer Genetics Group) Guidelines for the Management of Hereditary Colorectal 
Cancer, which was last published in 2020, aspirin prophylaxis is recommended for primary prevention in patients 
with Lynch Syndrome because it reduces the risk of colorectal cancer (COR I, LOE B). Studies have shown that 
aspirin decreases this risk by nearly half compared to placebo. This effect only occurs with regular aspirin use for 
3-5 years. Using of aspirin for less than 2 years does not provide a benefit in decreasing the incidence of cancer or 
improving survival in individuals with Lynch Syndrome. There is ambiguity about the ideal dose of aspirin 
recommended for patients with Lynch Syndrome. In this guideline, 300 mg aspirin daily if the body mass index 
(BMI) is 25 kg/m2 and above and 150 mg aspirin daily if the BMI is below 25 kg/m2 is suggested for patients with 
Lynch Syndrome until further studies are conducted.31 In the EHTG/ESCP (European Hereditary Tumor 
Group/European Society of Coloproctology) Guidelines for Lynch Syndrome published in 2021, daily aspirin use 
decreases the risk of colorectal cancer in patients with Lynch Syndrome (COR II). The recommended dose is at 
least 75-100 mg daily. For people over 70 kg, this dose should be increased.32 
 
The Role of Aspirin in Primary Protection in Oncology: 
Aspirin is often recommended for primary prevention in oncology because of its anti-thrombotic effect. According 
to a report published by the American Heart Association in 2022, low-dose aspirin should be given to patients in 
primary prevention who are taking dexamethasone in combination with immunomodulatory drugs due to an 
increased risk of thrombosis. In patients with newly diagnosed multiple myeloma or patients at risk of multiple 
venous thrombo-embolism, low molecular weight heparin prophylaxis is preferred because it is more effective than 
aspirin. Patients receiving dexamethasone treatment together with ponatinib should also receive prophylactic low-
dose aspirin, and hospitalized patients in this patient group should receive low molecular weight heparin due to 
multiple venous thromboembolism risk factors.33 
 
The Role of Aspirin in Primary Protection During Pregnancy: 
To prevent preeclampsia in women, aspirin may be given to women in the risk group for primary prevention. The 
2018 ACOG (American College of Obstetricians and Gynecologists) Commission Opinion recommends that 
women with one or more high-risk characteristics (such as chronic hypertension, history of preeclampsia, multiple 
gestation, diabetes, kidney disease, and autoimmune disease) or women with more than one moderate risk factor 
(such as BMI of 30 kg/m2 or more, nulliparity, maternal age 35 years or older, family history of preeclampsia, 
black race, low socioeconomic status, adverse pregnancy outcomes) should take low-dose aspirin (81 mg orally 
daily) starting from 12 to 28 weeks of gestation (ideally before 16 weeks) and continue until delivery to prevent 
preeclampsia. The use of low-dose aspirin during pregnancy is safe, and the risk of complications to the mother 
and/or fetus is low. In pregnant women who are not at high risk of preeclampsia, current evidence does not 
recommend prophylactic use of low-dose aspirin for the prevention for miscarriage, fetal growth restriction, 
stillbirth, or preterm birth.34 The 2021 USPSTF Recommendation Statement on the Aspirin Use to Prevent 
Preeclampsia and Related Morbidity and Mortality recommends the use of low-dose aspirin (81 mg orally daily) to 
prevent preeclampsia after 12 weeks of gestation for women at high risk of preeclampsia (LOE B).35  
 
Side Effects and Contraindications of Aspirin: 
The most common side effect of aspirin, which is in the non-steroidal anti-inflammatory drug (NSAID) group, is 
gastritis due to gastrointestinal irritation, peptic ulcer, and gastrointestinal bleeding. Other side effects of aspirin 
include hypersensitivity reactions to NSAIDs, Reye's syndrome, increased risk of intracranial hemorrhage, and 
hemorrhagic stroke. Aspirin is contraindicated in patients with factors that increase the risk of bleeding, such as a 
history of bleeding, active peptic ulcer, thrombocytopenia, coagulopathy, chronic kidney disease, alcohol 
consumption, and concomitant use of other drugs that increase bleeding (NSAIDs, steroids, warfarin, and oral 
anticoagulants). It is also contraindicated in patients with severe hepatic impairment, aspirin allergy or intolerance, 
ibuprofen allergy, asthma patients with NSAID-associated bronchospasm, dengue fever, yellow hemorrhagic fever, 
and Glucose-6-phosphate dehydrogenase deficiency. Children under 16 should not use aspirin, except for Kawasaki 
disease. Breastfeeding women should not use it. Uncontrolled hypertension is a relative contraindication due to 
increased risk of intracranial hemorrhage. 12,13,36 
 
Conclusion: 
In conclusion, aspirin can be given to selected patient groups for primary prevention, considering the benefits and 
risks. Treating diseases after they occur can be difficult and expensive. Primary prevention interventions aim to 
prevent diseases before they occur. Preventive healthcare is a fundamental aspect of family medicine. Family 
physicians, who have the responsibility to improve the health and well-being of individuals and society through 
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appropriate and effective interventions, also have to protect people with risk factors from diseases within the scope 
of preventive healthcare. The clinician should take an individual and holistic approach to each patient. Aspirin has 
a role in the primary prevention of cardiovascular diseases, in reducing the incidence of colorectal cancer, in 
protection related to increased thrombosis risk by some oncology drugs, and in protection from pregnancy 
complications. Further research is still needed on these subjects. It is crucial for family physicians to identify 
patients who require aspirin for primary prevention, conduct risk and side effect assessments, and stay updated with 
the current literature on these issues. At the same time, interventions to increase patients’ health literacy and 
rational drug use can be planned to prevent inappropriate, incorrect, and off-label aspirin use. 
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