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Letter  to  the  Editor

Efficacy and safety of baricitinib in patients with

rheumatoid arthritis and inadequate response

to conventional synthetic DMARDs and/or

biological DMARDs: Data from a local registry�

Eficacia y seguridad de baricitinib en pacientes con artritis
reumatoide y respuesta inadecuada a FAME convencionales
sintéticos o biológicos: datos de un registro local

Dear Editor,

Intracellular JAK inhibitors (JAKi) are a  new group of drugs, effec-

tive orally, for  the treatment of rheumatoid arthritis (RA). They

work at the intracellular level by  inhibiting several group I and II

cytokines.1 Although, in  general, the increase in  infections is sim-

ilar to that of other biological drugs, there appears to be a  higher

incidence of herpes zoster infection, in particular related to age and

steroid treatment.2

Baricitinib (BARI) is a selective JAK1-JAK2 inhibitor that, when

administered as a single daily dose, has been shown to be effec-

tive and safe in clinical trials in patients with RA who have not

responded to conventional synthetic disease modifying drugs (csD-

MARDs) or biological drugs (bDMARDs).3–7 However, there is little

information in patients from clinical practice.8–11

The aim of this study, conducted in  a  real-life situation, was

to determine the response to BARI in  patients with inadequate

response to csDMARDs or bDMARDs.

From October 2017 to  June 2019 we collected patient character-

istics (age, gender, comorbidity, BMI), characteristics of RA and of

treatment when starting BARI  and at the last recorded visit (disease

duration, RF and ACPA, DAS28-ESR and CDAI, previous or concomi-

tant treatment with FAMEcs or FAMEb, time on BARI, reason for

discontinuation of treatment, severe adverse effects).

Of 230 RA patients in our  centre who received a bDMARD or JAKi,

50 (22%) were treated with BARI. Eighty-four percent were female,

with a mean age of 59 ±  10.5 years, the mean BMI was  28.3 ±  7 and

mean duration of RA was 10.5 ± 8.5 years (range: 1-39 years). The

RF and ACPA were positive at 80% and 82% respectively. Forty-seven

(94%) patients received a concomitant csDMARD: methotrexate:

28 (56%), leflunomide: 15 (30%), hydroxychloroquine: 3 (6%), and

salazopyrin: one (2%). At the start of treatment with BARI 23 (57%)

patients were treated with prednisone daily (mean: 7.2 ±  4.7 mg;

median: 5  mg;  range: 2.5-20 mg).

BARI was the first drug after failure of a  csDMARD (F1) in 27

(54%) patients, and after failure of a  bDMARD in  23 (46%): the sec-

ond drug (D2) in 4 (8%), third (D3) in 6 (12%), fourth (D4) in  8 (16%)

and fifth (D5) in  5 (10%) patients.
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Table 1

Patients treated with BARI as D1 or D2-D5: DAS28-ESR and mean CDAI baseline and

at  last visit. Ten patients were excluded: 8because they came from clinical trials and

two  due to treatment with BARI < 1 month.

DAS28-ESR P CDAI P

Baseline Last visit Baseline Last visit

BARI D1 5.1 2.6 .0001 23.3 5.5 .001

BARI D2-D5 5.6 3.2 .0001 29.8 8.8 .001

For the analysis, during time under treatment with BARI, 10

patients were discarded: 8 because they came from clinical trials

and 2 because they had been under treatment for less than a  month,

leaving 20 patients in  the D1  group and 20 patients in the D2-D5

group. The overall average time on BARI was 9.6 ± 3.2  months, and

D1, D2, D3, D4, D5, at 7.5, 7, 7.4, 7.7 and 11 months, respectively.

The average time on BARI was  5.4 months. It  was discontinued in

10/40 (25%) patients: in 5 (12.5%) patients due to  loss of effective-

ness, in 4 (10%) due to complications and in one (2.5%) patient due

to transfer home.

When comparing patients treated with BARI as D1 versus group

D2-D5, significant differences were detected in the mean duration

of RA (7.1 ± 6.8  vs. 14.3 ± 8.5. P =  .003). Of the D2-D5 patients, prior

to starting on BARI, 9 (45%) D2 patients had failed to achieve one

therapeutic target (TT), 8 (40%) D3 patients had failed to achieve

2 TT, and 3 (15%) D4-D5 patients had failed to  achieve 3 TT. When

comparing the results of DAS-ESR and CDAI from the baseline visit

and the last visit, significant differences were obtained in  all groups

(Table 1).

BARI treatment was discontinued in 4 (20%) patients: 2  due to

herpes zoster (one 58-year-old patient, on treatment with 2.5 mg of

prednisone daily; one 71-year-old patient without corticoid treat-

ment; both  on methotrexate treatment at a  dose of 15 mg  weekly),

one patient due to anaemia with haemoglobin less than 8  g/dL and

the remaining patient due to increased transaminases, not con-

trolled by reducing the BARI dose to 2 mg.  During the time of  the

study, none of the patients presented a thrombotic event.

In  this real-life study BARI was effective and safe. It can achieve

clinical remission or low disease activity even in patients who  have

previously failed with various bDMARDs or several therapeutic tar-

gets. BARI losses of 20% in the first year of treatment usually occur

in the first six months of treatment.
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Increasing trend in  mortality from systemic

lupus erythematosus in Latin America as an

expression of social disparities in  health�

Tendencia creciente en la mortalidad por lupus eritematoso
sistémico en América Latina como expresión de las
desigualdades sociales en salud

Dear Editor,

Despite the fact that  in  the last two decades diagnostic, ther-

apeutic and preventative strategies regarding systemic lupus

erythematosus (SLE) have improved, their impact on specific mor-

tality from this disease is as yet unknown.1,2 This has led to the

use of data from mortality records to undertake cost-effective

research studies with a  standardised method on the epidemiolog-

ical behaviour of mortality by SLE at a  population level and over

long periods of time.1,3–5 The resulting evidence of these studies

has helped to enhance the understanding of this disease and its

recognition as a  major health problem for healthcare authorities

of several governments.2,5,6 However, Latin America is experienc-

ing a very different reality in  political material and health reports

regarding SLE.

Recently, Scherlinger M et al. published the worldwide trends

on mortality from systemic autoimmune diseases during the period

from 2001 to 2014 in  the journal “Autoimmunity Reviews”. For

this they used the mortality database from the World health

Organisation.3 Their main conclusion was the standardised rate of

mortality by SLE in  Latin America was 5 times greater than that

of Europe, a phenomenon which was not observed in  the other
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systemic autoimmune diseases studied. Furthermore, during the

2003–2014 period, in  Latin America and Asia, there was  a signif-

icantly growing trend in standardised rates of mortality by  SLE,

whilst in Europe, North America and Oceania they demonstrated

there was  a  decreasing trend and in  Africa rates remained stable.3

Posterior analysis by the same authors established an inverse cor-

relation between countries’ wealth and the standardized rate of

SLE mortality.1 These research studies confirmed the findings from

3 previous studies on  this matter which were based on mortality

records, with a  similar methodology.4,7,8

Inequality dominates the American continent.9 Against this

backdrop, much discussion has arisen as to whether the greater

severity and mortality observed in Latin American patients with

SLE is  a consequence of genetic factors or the expression of the

influence on health of social determinants in  which this patient

group lives. The great majority of studies conclude that  the main

cause of these adverse findings are from the inequalities that affect

minority groups where individual factors combine (poverty, mal-

nutrition, lack of treatment compliance, adverse perception and

non-adaptive behaviour related to the disease); factors affecting

the health system (lack of access to  specialised services, geograph-

ical isolation) and those caused by society (lack of social support,

inadequate public policies and low gross domestic product).2,10,11

It is  important to  underline that the research studies mentioned

share the inherent limitations of the mortality statistics of  each

country and do not  offer information on the causes of death, disease

activity or accumulated organ damage. Despite these methodologi-

cal limitations, their findings are  relevant because they identify the

tip of the iceberg of this health problem in the region, and urge the

Latin American scientific community to recognise and prioritise it.

Low regional evidence on the extension of the problem, its asso-

ciated factors and the possible effective interventions to address

it, are  barriers which impede the right decisions being taken and
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