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Introduction

Modifying the immune response induced by biological thera-
pies and the recently approved JAK inhibitors has significantly
altered the treatment and monitoring of chronic autoimmune
and inflammatory diseases.1,2 While these agents are gener-
ally well-tolerated, post-marketing surveillance data reveal a
frequent association with adverse events, including allergic,
immunological, infectious, and other unwanted reactions.3
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Therefore, effective risk management in therapy involves
closely monitoring patients to identify, prevent, and minimize
events that could potentially compromise their safety during
the use of these drugs.4

In 2016, the Asociacion Colombiana de Reumatologia

(ASOREUMA) published a  set of recommendations for
the safe use of biological therapies in  clinical practice.5 In
Colombia, the estimated prevalence of patients with rheuma-
toid arthritis receiving biological therapies is 14.7%, while
1.3% are prescribed JAK inhibitors.6
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The purpose of this document is to  provide updated infor-
mation to help rheumatologists, related specialists, and other
healthcare professionals effectively manage the risks associ-
ated with the use of biological therapies and targeted synthetic
antirheumatic drugs in  patients with chronic inflamma-
tory and autoimmune diseases. A panel of experts from
ASOREUMA, after reviewing the available evidence, presents
recommendations for managing risks when prescribing these
therapies in various clinical scenarios, such as  cancer, surgery,
tuberculosis (TB), hepatitis, vaccination, cardiovascular dis-
ease, pregnancy, and breastfeeding. Implementing these
recommendations in daily clinical practice aims to minimize
potential adverse effects associated with these treatments
and ensure proper follow-up care for patients.

Methods

Participants  and  consensus  formulation

A multidisciplinary development group, consisting of eight
clinical experts from rheumatology, infectious diseases, and
pulmonology, was formed. All members had extensive expe-
rience in prescribing and monitoring therapy with biologic or
targeted synthetic antirheumatic drugs in  patients with vari-
ous diseases. An independent methodological team (Epithink
Health Consulting) supported the development of the consen-
sus. All members of the development group disclosed their
interests, and none had conflicts of interest regarding their
participation in the consensus (see Appendix A, Supplemen-
tary material 1).

During a  group session, the  team defined the questions to
be updated and the new questions to  be addressed as  part
of this consensus. The selection criteria were based on the
following factors: 1) relevance to current clinical practice, 2)
new relevant evidence on effectiveness and safety, 3) new rel-
evant evidence on changes in  the clinical context, 4) the need
to update a  specific question, and 5) the priority for updating
that question.

Searching  and  selecting  evidence

Systematic searches for relevant evidence were conducted for
each research question. The evidence that informs this con-
sensus is presented in the Supplementary Material. Different
search strategies were employed for each topic, aiming to
achieve the best balance between sensitivity and specificity.
These strategies were written in English. Literature searches
were performed in  the MEDLINE-PubMed database (includ-
ing the In-Process & Other Non-Indexed Citations section);
EMBASE (from 1947 to the search date); EBM Reviews-Cochrane
Database of Systematic Reviews (since 2005); the Database of
Abstracts of Reviews of Effects; and LILACS.

Two  methodological experts screened the search results by
title and abstract, applying predefined selection criteria based
on the guiding thematic questions (Appendix A,  Supplemen-
tary material 2). Posters, abstracts, and letters to the editor
were excluded from the review. Any disagreements between
reviewers were resolved by consensus. The selected references
were then reviewed in  full text, and their inclusion was deter-

mined in collaboration with the  clinical experts. The results of
this process are summarized in a  PRISMA7 flowchart for each
reviewed topic (Appendix A,  Supplementary material 2).

Delphi  method

The evidence for  each question was reviewed, and relevant
information was extracted to develop a questionnaire. In the
next phase, eight additional clinical experts from different dis-
ciplines joined the panel. The first round of consensus was
conducted in a  blinded, virtual, and asynchronous manner.
Based on the evidence and clinical experience, the experts
assessed their level of agreement with risk management state-
ments related to  the prescription of biological therapies or
targeted synthetic antirheumatic drugs in  Colombia, using a
Likert scale. The group’s level of agreement was  determined
through analysis of the first round (Appendix A,  Supplemen-
tary material 3). Following this, a  synchronous session was
held to  discuss the contents and conduct a  second round of
assessments, leading to  the formulation of the  final recom-
mendations.

Other topics that were not subject to  updates can be found
in the consensus document Risk Management for the Prescription

of Biological Therapies.5

Ethical  considerations

This study did  not require approval from an ethics committee
or informed consent, as it did  not involve research subjects.

Results

Recommendations  for  risk  management  in  the  use of
biological  therapies  or  targeted  synthetic  antirheumatic
drugs

Latent  tuberculosis  (LTB)

Current guidelines recommend screening for latent tuberculo-
sis (LTB) in all individuals being considered for treatment with
targeted biologic or synthetic agents, regardless of their TB
risk factors.8 The World Health Organization (WHO) recom-
mends using both the purified protein derivative (PPD) skin
test and the interferon-gamma release assay (IGRA) to diag-
nose LTB and reduce the risk of false negatives.9 Evidence,
largely from observational studies, suggests that adding IGRA
to standard practice10,11 may  improve the identification of LTB
cases.12–14 However, in  Colombia, where IGRA availability is
limited, screening and follow-up continue to rely on PPD test-
ing and chest X-rays.15 This is especially important since a
negative IGRA or PPD result does not fully  exclude active TB or
rule out LTB. In all cases, clinical professionals are encouraged
to assess each patient’s TB risk and the type of therapy being
considered about the likelihood of TB reactivation, considering
the high frequency of positive tuberculin tests in  Colombian
patients with rheumatoid arthritis, even before starting bio-
logical therapy.16

Screening should be periodically reassessed during ther-
apy with biologics or  synthetic targeted antirheumatic drugs,
especially if  risk factors emerge or change over time. While
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Table 1 – Summary of recommendations on latent tuberculosis and the use  of biological therapies or targeted synthetic
antirheumatic drugs.

Recommendation Level of agreement

Before starting therapy with biologics or  targeted synthetic antirheumatic drugs
1 Conduct a  thorough medical history to assess  potential exposure to tuberculosis (TB), signs and symptoms of

the disease, and  the use of glucocorticoids.
93%

2 Screen for latent tuberculosis in all patients. 100%

3 Inform patients about the risk of TB reactivation or the development of  new TB during treatment with these
therapies.

100%

Tests for Screening
4 The preferred method for latent TB detection is an interferon-gamma release assay (IGRA) combined with

chest X-rays.
54%

5  If IGRA is unavailable, perform a  tuberculin skin  test  (PPD). If the  result is  negative, a repeat test is
recommended to check for a  possible booster effect.

72%

6 If the IGRA result is indeterminate, the test  should be  repeated one to three weeks after the initial test. 93%

7 Latent tuberculosis screening should be  repeated annually while the patient is  receiving biologic or  targeted
synthetic antirheumatic therapy.

90%

Treatment in Patients Diagnosed with Latent TB
8 In subjects starting treatment for latent TB, monthly liver function tests should be performed, or  more

frequently if hepatitis symptoms arise.
100%

9 Multidisciplinary care  should involve, when necessary, an infectious disease specialist, pulmonologist, or TB
expert.

73%

10 The treatment regimen for  latent TB in individuals initiating biologic or synthetic targeted therapy should
adhere to national guidelines.

100%

11  Decisions regarding the  reinitiation of biological agents or JAK  inhibitors should be individualized,
considering the risk of  TB reactivation, hepatotoxicity, the  severity of  the underlying condition, and the
patient’s preferences.

93%

12 For patients at  very  high risk of TB, preference should be given to non-anti-TNF agents (e.g.,  rituximab,
tocilizumab, or abatacept) over anti-TNF agents.

93%

there is no consensus on the exact frequency of reassess-
ments, annual monitoring is generally recommended,17–22

particularly in  countries with a  high prevalence of TB,8 even
for those receiving isoniazid prophylaxis.23–25

Various regimens are available for treating LTB, includ-
ing isoniazid9,26–28 alone or in  combination with rifampicin28

or rifapentine.8 This consensus panel supports adherence to
national guidelines, which recommend six months of self-
administered isoniazid treatment with monthly follow-ups,
or a short-term, weekly regimen with isoniazid and rifapen-
tine for three months under supervised treatment.15 Although
chemoprophylaxis studies suggest that TB reactivation can-
not always be  fully prevented during long-term anti-tumor
necrosis factor (TNF) therapy, periodic assessments are
necessary to detect reactivation cases during biological
therapy.29

There is evidence of an increased risk of TB reactivation
with products such as  monoclonal antibodies against TNF,30–35

followed by JAK inhibitors and agents targeting interleukin
(IL-1).36 Studies of biological agents other than anti-TNF thera-
pies have limitations in quality and performance, particularly

in low TB-prevalence settings, leading to  an  assumption of a
theoretical, but lower, risk of TB reactivation.37–40 The risk of
reactivation or de novo TB appears to be  relatively low with
treatments such as  apremilast, ustekinumab, secukinumab,
and rituximab. Nonetheless, LTB screening should always pre-
cede the initiation of biological therapy or targeted synthetic
antirheumatic drugs,41 particularly as  the  use of immunosup-
pressive drugs like  glucocorticoids may  increase the risk of
TB.

The evidence concerning the optimal timing for starting
or restarting biological therapies in patients undergoing LTB
treatment is not well-defined and remains variable.23,42 Most
studies suggest that biologics can be  initiated or resumed
three to six weeks after starting LTB chemoprophylaxis.28,43

However, this timing should be individualized based on fac-
tors such as the patient’s risk of developing active TB, the
potential for hepatotoxicity with LTB treatment, the severity of
the underlying disease, and patient preference.44 Table 1 sum-
marizes the recommendations for monitoring and treating
LTB.
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Table 2 – Summary of recommendations in the context
of cancer and the use of biological therapies or targeted
synthetic antirheumatic drugs.

Recommendation Level of
agreement

13 In  patients with active cancer, the opinion of
an oncologist should be  sought before
initiating any biological DMARD or targeted
synthetic antirheumatic drugs.

100%

14 In  subjects with a  history of  cancer who
require biological or synthetic targeted
therapy, it  is recommended to prioritize the
use of rituximab, abatacept, and tocilizumab
over anti-TNF and  synthetic targeted
antirheumatic drugs.

100%

15 Individuals with  a  history of  cancer who are
receiving biological therapies or targeted
synthetic antirheumatic drugs  should be
monitored for  signs of non-melanoma skin
cancer or other types of  neoplasms.

100%

Cancer

Evidence from meta-analyses of clinical trials45–48 gener-
ally supports the safety of biologic therapies (anti-TNF,49–52

JAK inhibitors, IL-17A inhibitors,53 IL-23A inhibitors,53 IL-
6 inhibitors,49,51,54 rituximab,49,50,55 IL-1 inhibitors,50 and
abatacept56) in  patients with a  history of malignancy.
However, some cohort registries suggest, though incon-
clusively, an increased risk of malignancy with long-term
use of anti-TNF therapy.49,55 These studies recommend
against the use of biologic drugs in patients with active
cancer,49 while some guidelines advise against using anti-
TNF therapies in patients with pre-existing cancer, pre-
ferring instead conventional synthetic disease-modifying
antirheumatic drugs (DMARDs), rituximab, abatacept, or
tocilizumab.49

When considering the use of biologic or targeted synthetic
antirheumatic drugs in  subjects with a history of cancer,
several factors must  be taken into account. These include
an individualized assessment of patient values and pref-
erences, the stage of the disease, prognosis, potential for
cure, life expectancy, and quality of life.49 It  is also crucial
to assess potential interactions between chemotherapy, glu-
cocorticoids, the type of cancer, and the use of biologic or
targeted synthetic antirheumatic drugs, as  well as  the  over-
all risk-benefit profile of starting these therapies. Similarly,
the panel considered that, in  cases of active cancer and high
disease activity, the involvement of an oncologist in the  ther-
apeutic decision-making process is essential. Table 2  outlines
the recommendations for risk management in patients with
cancer.

Viral  hepatitis

Based on the evidence, due to  the potential risk of hepati-
tis B virus (HBV) reactivation associated with therapy, all
patients should be tested for viral hepatitis before initiating
biologic or synthetic targeted agents.57 Testing for HBV surface
antigen (HBsAg), anti-HBV surface antigen antibody (HBsAb),

Table 3 – Summary of recommendations regarding viral
hepatitis and the use of biological therapies or targeted
synthetic antirheumatic drugs.

Recommendation Level of
agreement

Before starting therapy with biological or
synthetic targeted drugs

16 Perform tests to detect HBV and HCV,
including hepatitis B surface antigen,
anti-hepatitis B  surface antigen antibodies,
and anti-core and anti-hepatitis C antibodies.

100%

17 Measure antibodies against hepatitis B
surface antigen to determine vaccination
status.

100%

18 For patients with a  positive result on any
screening test, request a viral load test and
refer them to a hepatologist or infectious
disease specialist.

100%

19  For individuals with a history of  hepatitis B  or
C, an  interdisciplinary assessment should be
conducted with  an infectious disease
specialist or hepatologist to determine the
best therapeutic option.

93%

or anti-HBV core antibody (HBcAb) is recommended.58 In
patients with positive test results, HBV-DNA levels should
be assessed to differentiate between active carriers, who
should be treated before starting biologic or synthetic targeted
antirheumatic drugs. For inactive HBV carriers, prophylactic
treatment should be initiated before starting immunosup-
pressive therapy59 and continued for at least six to twelve
months after completing treatment with immunosuppressive
drugs.57,60

While studies indicate a  very low risk of hepatitis C
virus (HCV) reactivation, particularly with anti-TNF agents,
testing for anti-HCV antibodies and, if  positive, HCV-RNA
levels should be conducted in all patients receiving biologic
or synthetic targeted therapies.17,61 Patients with detectable
HCV-RNA should be  monitored during treatment and referred
to a  hepatologist or infectious disease specialist for antiviral
therapy as  needed.62,63 Table 3 provides a  summary of recom-
mendations related to viral hepatitis.

Vaccination

Table 4 summarizes the recommendations for vaccine use
in patients receiving biologics and JAK inhibitors. Studies
on the influenza vaccine in patients treated with anti-TNF
agents have shown that lower antibody titers do not cor-
relate with reduced seroprotection.64 Appropriate immune
responses have also been observed in individuals treated with
rituximab, abatacept, tocilizumab,64,65 secukinumab,66,67 and
JAK inhibitors.68–70

Similarly, the efficacy and safety of pneumococcal vac-
cination have been assessed in  various populations with
autoimmune diseases.64,68,71–74 These studies indicate no sig-
nificant impairment in vaccine response or serious adverse
events in  patients treated with different biological or syn-
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Table 4 – Summary of vaccination recommendations for patients on biological therapies or targeted synthetic
antirheumatic drugs.

Recommendation Level of
agreement

20 In patients with inflammatory rheumatic diseases, the rheumatology team should annually assess
vaccination status and  determine the need  for  additional vaccinations.

93%

21 The individualized vaccination plan should be explained to the  patient by both the rheumatology team and
the primary care physician to facilitate shared decision-making.

71%

22 Vaccination in subjects with inflammatory rheumatic diseases should preferably be  administered during the
inactive phase of the disease.

93%

23 Vaccines should ideally be  given before the  initiation of  immunosuppressive therapy, particularly B-cell
depletion therapy, in individuals with inflammatory rheumatic diseases.

93%

24 Non-live vaccines can be  safely administered to patients with inflammatory rheumatic diseases who are
receiving systemic glucocorticoids or disease-modifying antirheumatic drugs.

93%

25 All subjects receiving biological or targeted synthetic drugs must be  vaccinated against influenza and
pneumococcus (PPV13, followed by PPSV23 eight weeks later, and a PPSV23 booster after five years).

100%

26 The recombinant herpes zoster vaccine is  recommended for all individuals with rheumatic diseases who are
over 50 years old or at high risk.

93%

27 If the live attenuated herpes zoster vaccine is used in patients with rheumatic diseases, it  should be
administered at least one month before starting biological treatment or targeted synthetic antirheumatic
drugs.

100%

28 The yellow fever  vaccine is  not  recommended for subjects with rheumatic diseases who are receiving
biological or targeted synthetic antirheumatic drugs.

100%

29 The DPT vaccine may be administered to individuals on biological therapy or with targeted synthetic
antirheumatic drugs if needed.

93%

30 The HPV vaccine is  both effective and  safe  for  women with rheumatic diseases and should be administered
according to national guidelines.

100%

31 All patients with rheumatic diseases should receive vaccination against SARS-CoV-2 by the general
population’s recommendations, maintaining an up-to-date schedule.

100%

32 Some therapies may require modifications to ensure adequate immunogenicity for SARS-CoV-2 vaccination
(see Table 5).

100%

thetic targeted antirheumatic drugs, including rituximab,
tocilizumab, abatacept, tofacitinib, baricitinib, and upadac-
itinib. However, long-term studies on the persistence of
humoral responses and immunological memory  are still
lacking.75

In contrast, evidence regarding the immunogenicity and
safety of herpes zoster (HZ) vaccines in patients with
rheumatic diseases suggests that the recombinant vac-
cine performs better than the live attenuated vaccine,
although both vaccines have acceptable efficacy, and a sim-
ilar rate of serious adverse events compared to the general
population.76–79 The live attenuated HZ vaccine is more  cost-
effective in individuals aged 60  to 69 years.80

Women  with rheumatic diseases who are undergoing
immunosuppressive treatment are at higher risk than the gen-
eral population for human papillomavirus (HPV) infection and
subsequent cervical cancer.81,82 The quadrivalent HPV vaccine
is well tolerated, reasonably effective, and does not appear to
increase disease activity.83–85 Additionally, evidence suggests

that anti-TNF therapies do not affect seroconversion following
vaccination.86,87

Currently, available data on the correlation between anti-
body titers and immune responses to SARS-CoV-2 vaccines are
limited. It is  known, however, that the immune response in
subjects with autoimmune inflammatory rheumatic diseases
receiving systemic immunomodulatory therapies is typically
reduced in both  magnitude and duration compared to the
general population.88–92 Aside from known allergies to vac-
cine components, there are no additional contraindications
for COVID-19 vaccination in this patient group, where the ben-
efits of vaccination generally outweigh the risks of new-onset
autoimmunity.89 To enhance immunogenicity, modification
of DMARD treatment around the time of vaccination is
recommended89,93,94 (Table 5). Finally, individual cases should
be  assessed in consultation with infectious disease special-
ists, especially when considering the timing of vaccination
about starting biologic therapy or JAK inhibitors. In cases
where patients have a  history of herpes infection or are on
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Table 5 – Considerations for the timing of immunomodulatory therapy and COVID-19 vaccination.

Drug Considerations

Abatacept (IV) Schedule vaccination one week before the next dose of abatacept (IV).
Abatacept (SC) Discontinue for  one to two weeks (as disease activity permits) after each dose of the

COVID-19 vaccine.
Belimumab (SC) Discontinue for  one to two weeks (as disease activity permits) after each dose of the

COVID-19 vaccine.
Anti-TNF, anti-IL-6, anti-IL-1, anti-IL-17,

anti-IL-12/23, anti-IL-23, and other
cytokine inhibitors

Previously, it was advised not to modify therapy; however, there is currently no
consensus on whether it  is  appropriate to temporarily interrupt these treatments after
each dose of  the  COVID-19 vaccine, including both primary  vaccination and
supplementary/booster doses.

Rituximab or other anti-CD20 B-cell
depleting agents

Discuss the optimal timing of dosing and vaccination before proceeding. Some
providers measure CD19 B-cells to schedule the  COVID-19 booster dose and the
subsequent rituximab dose. If this is not  feasible, administer the supplementary
vaccine dose two to four weeks before the next scheduled rituximab dose.

All other conventional and  specific
immunomodulatory or
immunosuppressive drugs (except
those mentioned above)

Discontinue for  one to two weeks (as disease activity permits) after each dose of the
COVID-19 vaccine.

Moderate level of  recommendation based on consensus from  the American College of Rheumatology Guidance for COVID-19 Vaccination in
Patients with Rheumatic and Musculoskeletal Diseases: Version 4.

Table 6 –  Management of biologics and other drugs in the perioperative setting for patients with inflammatory rheumatic
diseases.

Druga Dosing interval Recommended time  of  surgery after last dose

Infliximab Every 4, 6, or 8  weeks Weeks 5, 7, or 9
Adalimumab Every 2 weeks Week 3
Etanercept Every week Week 2
Abatacept Monthly (IV) or weekly (SC) Week 5; Week 2
Certolizumab Every 2 or 4 weeks Week 3 or 5
Golimumab Every 4 weeks (SC) or every 8  weeks (IV)  Week 5 (SC),  Week 9 (IV)
Rituximab Two doses 2  weeks apart, every 4 to 6 months Month 7
Tocilizumab Every week (SC) or every  4 weeks (IV)  Week 2; Week 5
Anakinra Daily  Day 2
Secukinumab Every 4 weeks Week 5
Ustekinumab Every 12  weeks Week 13
Ixekizumab Every 4 weeks Week 5
Guselkumab Every 8 weeks Week 9
Tofacitinib Daily  or twice daily (PO) Day 4
Baricitinib Daily  (PO) Day 4
Upadacitinib Daily  (PO) Day 4

Adapted from Goodman et al.100

SC: Subcutaneous; IV: Intravenous; PO:  Oral route.
a Discontinue these medications before surgery and schedule the last dose at  the  end of  the  dosing cycle. Resume medications at  least  14  days

after surgery, in absence of wound healing problems, surgical site infection, or systemic infection.

high-dose glucocorticoids or other immunosuppressants, the
timing of vaccination may  need to be adjusted. In all instances,
healthcare professionals should carefully review the medi-
cation insert for each drug regarding vaccination safety and
potential interactions.

Surgery

Evidence from meta-analyses95–99 has  reported an increased
perioperative risk of infection, and the  risk-benefit balance
of continuing or discontinuing biologic or  targeted synthetic
antirheumatic drugs should be  carefully considered. The
American College of Rheumatology and the American Asso-
ciation of Hip and Knee Surgeons guidelines 100 recommend
discontinuing biologic drugs 1 to 13 weeks before surgery,

depending on the half-life of the specific drug (Table 6). Recent
meta-analyses have shown a  significant increase in post-
operative infectious complications in patients on anti-TNF
therapy,97 recommending that anti-TNF agents be withheld
for two half-lives before surgery99 and restarted two to three
weeks post-surgery, provided wound healing is satisfactory.101

Close monitoring of wound healing and signs of systemic
inflammatory response is  critical, particularly in  emergency
surgeries where discontinuation of biologic therapy was not
possible. This is especially important in patients with other
risk factors for infection, such as  increased disease activ-
ity, glucocorticoid use, smoking, diabetes,99 or a high risk of
wound dehiscence.102 Biologic therapy should be resumed as
soon as  possible after complete wound healing.103,104 Table 7
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Table 7 – Summary of recommendations for surgical interventions in patients receiving biological therapies or targeted
synthetic antirheumatic drugs.

Recommendation Level of agreement

33 In patients receiving biological agents  or targeted synthetic antirheumatic drugs who are scheduled for
surgery, it is  recommended to continue the  usual  dose of the following medications during the procedure:
methotrexate, leflunomide, hydroxychloroquine, sulfasalazine, or apremilast.

93%

34 For surgical procedures in subjects on biological therapy, it is  recommended to suspend one dose and
schedule the procedure when the next dose is due  (see Table 6).

100%

35 In individuals receiving JAK inhibitors who are scheduled for surgery,  it  is  recommended to discontinue the
drug (tofacitinib, baricitinib, or upadacitinib) four days  before the procedure.

100%

36 In patients who discontinued treatment before surgery, therapy should be  resumed after the procedure,
provided there is  no  evidence of infection and wound healing is  satisfactory.

100%

37 In subjects with unscheduled surgeries, where it  was not possible to suspend the  biological agent  or JAK
inhibitor, close monitoring for signs of  infection and  potential healing complications should be  conducted.

100%

outlines recommendations for surgical procedures in individ-
uals using biologics or JAK inhibitors.105

Cardiovascular  disease

Several DMARDs, including anti-TNF agents, abatacept, and
IL-6 inhibitors, appear to improve various markers of cardio-
vascular disease105 (such as significant reductions in  leptin
and resistin, along with an increase in adiponectin and reduc-
tion in the atherogenic and insulin resistance indices) and
reduce cardiovascular events in cohort studies of patients
with rheumatic diseases.106–108 In subjects with atheroscle-
rosis treated with tofacitinib106 and those with rheumatoid
arthritis managed with anti-TNF agents or JAK inhibitors,109

cohort studies have shown a slight decrease in  carotid intima-
media thickness. However, it remains unclear whether this
improvement is  due to a reduction in overall disease activ-
ity or to specific atheroprotective effects. Clinical trials with
tocilizumab110 and baricitinib111 have shown a significant
increase in  low-density lipoprotein (LDL) and high-density
lipoprotein (HDL) cholesterol levels, with no significant differ-
ences in major cardiovascular outcomes. Targeted synthetic
antirheumatic drugs may carry a slightly higher risk of throm-
botic events than standard therapy in  some patients, but
the evidence is  limited, and long-term clinical studies are
needed.112

Current recommendations for cardiovascular risk screen-
ing are based on international guidelines and expert
consensus.113 The panel emphasizes the importance of risk
stratification, using the  Framingham scale adapted for Colom-
bia, by any physician on the multidisciplinary care team.
Individualized decisions should be made to assess and mit-
igate cardiovascular risk in  patients on targeted biological or
synthetic therapies (see Table 8).

Pregnancy  and  breastfeeding

Overall, studies on the  long-term effects of targeted bio-
logical or synthetic drugs during pregnancy or lactation on
child health and development are limited and often of low
quality. Therefore, factors specific to the  disease—such as
treatment indications, drug dosage, disease activity, degree

Table 8 – Summary of recommendations regarding
cardiovascular disease in patients receiving biological or
targeted synthetic antirheumatic therapies.

Recommendation Level of
agreement

38  All patients with rheumatic diseases should
undergo screening for traditional
cardiovascular risk factors and further
stratification.

93%

39  Subjects identified as  having
higher-than-expected cardiovascular risk
should be  referred to the appropriate medical
specialty for  additional preventive measures.

86%

40  Cardiovascular risk assessment should be
conducted at least once every five years for
all individuals with rheumatic diseases and
re-assessed after significant changes in
antirheumatic treatment.

79%

of systemic inflammation, organ involvement, comorbidi-
ties, other medications, and the risk of disease flare during
pregnancy—must be carefully considered. Drug-related fac-
tors, including molecular structure, the likelihood of crossing
the placental barrier, exposure duration, and the timing of
administration, along with clinically significant and long-
term effects on the newborn exposed in utero,  should also be
considered.114 Additionally, factors such as personal experi-
ence with a particular drug, its availability in  the country, and
its teratogenic classification are important considerations.

Studies indicate that women  who wish to become preg-
nant and are on biological therapy do not have higher rates of
spontaneous abortion or congenital malformations compared
to  pregnant women who used biologics before pregnancy.115

The best quality studies assessing safety during pregnancy
have been conducted for certain drugs. The highest placen-
tal transfer has been reported for infliximab and adalimumab,
low for etanercept, and extremely low for certolizumab.116,117

Recommendations regarding the timing of drug use during
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Table 9 – Summary of recommendations for the use of biological therapies or targeted synthetic antirheumatic drugs
during pregnancy and breastfeeding.

Recommendation Level of  agreement

41 Certolizumab is the safest of  the biologics and can be  used throughout pregnancy. 100%

42 Other options that are permissible during pregnancy include infliximab, adalimumab (up to week 20),
or etanercept (up to weeks 30–32). If necessary, these can  be  used throughout the pregnancy,
considering the risk-benefit ratio.

93%

43 Do  not use targeted synthetic antirheumatic drugs  or biological agents during pregnancy, such as
ustekinumab, rituximab, belimumab, secukinumab, or tocilizumab, among others.

86%

44 If  the mother continues biological therapy after 22  weeks, live attenuated vaccines (e.g., BCG,
rotavirus, oral polio) should be administered to the  infant  after six months of  age. Inactivated
vaccines may be  administered according to national guidelines.

100%

45 The use  of  biological therapies is  not contraindicated during lactation. 90%

pregnancy are based on evidence of potential associations
with adverse fetal events.118–121

Based on available data, maternal use of anti-TNF agents is
considered compatible with breastfeeding.122 Although data
are limited, it is  believed that the  transfer of these biologics
from serum to breast milk is  minimal (0.1–1%).123,124 Regard-
ing the safety of biologics or targeted synthetic antirheumatic
drugs, while the evidence is limited, no risks have been found
in infants, so their use during breastfeeding can generally be
considered safe.

In all cases, healthcare providers are advised to review the
drug insert for specific safety information regarding use during
pregnancy and breastfeeding. Table 9 summarizes recommen-
dations for  care during these periods.

Immunological  consequences

Evidence suggests an  association between hypogammaglob-
ulinemia and repeated use of drugs such as rituximab,
depending on the cumulative dose.125–127 Subsequent ritux-
imab  treatments in patients have led to  further reductions
in immunoglobulin levels, justifying the monitoring of
immunoglobulin concentrations and persistent hypogamma-
globulinemia.

There is insufficient evidence regarding the measure-
ment of immunoglobulins before initiating rituximab. How-
ever, based on clinical immunologists’ experience, baseline
immunoglobulin G (IgG) measurement is  used as a predictor
of infection risk, with subsequent measurements to assess
the drug’s effects. Forty-three percent of the expert panel
approved baseline IgG measurement, and 79% recommended
its evaluation before each rituximab cycle. This remains a  con-
troversial issue; thus, factors such as  age, history of recurrent
infections, and specific clinical circumstances should guide
clinical judgment on the frequency of immunoglobulin test-
ing.

Consensus  update

The need to update this consensus should be reassessed in
three years or earlier if relevant evidence emerges that alters

the indications. This decision will be subject to ASOREUMA
considerations.
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rheumatologist), Diana Marcela Muñoz Urbano (rheumatolo-
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