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Background: Nontuberculous mycobacterial pulmonary disease (NTM-PD) often develops
in patients with rheumatoid arthritis (RA), especially during immunosuppressive treatment,
including biological disease-modifying antirheumatic drugs. NTM-PD is associated with
airway lesions such as bronchiectasis, which is frequently seen in RA patients.
Distinguishing which diseases cause the pulmonary lesion is difficult. However, there are
limited reports of the development of RA during the follow-up of NTM-PD and how
biological agents should be administered in these conditions, especially with cavitary lesions.
Case Presentation: A 62-year-old woman with hemosputum was referred to our
hospital, where she was diagnosed with Mycobacterium avium pulmonary disease. She
began treatment with several antibiotics, including clarithromycin, ethambutol, rifampi-
cin, and amikacin. In the course of treatment, M. avium became macrolide-resistant. Five
years after beginning antibiotic treatment, she felt arthralgia in the fingers and wrists and
had a high titer of rheumatoid factor and anticitrullinated peptide antibody, with which
we diagnosed RA. Methotrexate, prednisolone, and iguratimod were subsequently admi-
nistered, but the activity of RA gradually worsened. Meanwhile, M. avium changed to
a macrolide-susceptible strain, her sputum smear results remained almost negative, and
the NTM-PD disease was well controlled with antimicrobial therapy, despite her having
cavitary lesions. Therefore, we started using CTLA4-Ig (abatacept). RA symptoms were
substantially ameliorated. The pulmonary lesions and NTM-PD worsened mildly, but her
pulmonary symptoms were stable.

Conclusion: Physicians should be mindful of the etiologies of bronchiectasis, including RA,
even in patients with a long-term history of treatment for bronchiectasis and NTM-PD. When
NTM-PD is well controlled, even with remaining cavitary lesions, abatacept may be an
option for patients with RA based on a comprehensive assessment of disease progression
using NTM sputum smear/culture, computed tomography findings, and treatment response.
Keywords: rheumatoid arthritis, nontuberculous mycobacterial infection, cavitary lesion,
biological agent, bronchiectasis

Background

The incidence rate of nontuberculous mycobacterial (NTM) pulmonary disease
(NTM-PD) is increasing.' The most common species is the Mycobacterium avium
complex (MAC), which includes M. avium and M. intracellulare.* MAC pulmonary
disease (MAC-PD) usually worsens slowly. Some patients present with chronic
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progressive disease with respiratory failure, affecting
health-related quality of life and survival**

NTM-PD typically presents as bronchiectasis on com-
puted tomography The US Bronchiectasis
Registry (BRR) reports that 63% of patients with non-
cystic fibrosis bronchiectasis (NCFB) have had a history
of NTM-PD or NTM isolation, indicating a close associa-
tion between NCFB and NTM-PD.> NCFB has various
etiologies such as airway obstruction, cigarette smoking,

images.

pulmonary infection, allergic bronchopulmonary aspergil-
losis (ABPA), and connective tissue diseases such as rheu-
matoid arthritis (RA).° RA is a progressive and systemic
autoimmune disease characterized by chronic symmetrical
erosive synovitis. Pleuropulmonary manifestations of RA
include interstitial lung disease, pleural effusions, rheuma-
toid nodules, and airway complications, including bronch-
iolitis and bronchiectasis.” Among these etiologies,
bronchiectasis, in particular, has high disease activity and
severity and poor prognosis in patients with RA.% NTM-
PD is also often complicated with RA.'® However, it is
difficult to distinguish whether bronchiectasis is caused by
RA, NTM-PD, or sometimes both.

Physicians often attempt to investigate the complica-
tion of NTM-PD in RA patients because an underlying
infection can influence the decision against the use of
immunosuppressive treatment, including biological dis-
ease-modifying antitheumatic drugs (bDMARDs). There
are several reports of NTM-PD being diagnosed after
initiating treatment for RA,'®'" including the use of
bDMARDs.'> However, there are few reports of RA
NTM-PD
Furthermore, little is known about the feasibility of using

being newly diagnosed in patients.
biological agents against RA complicated with NTM-PD,

especially in severe phenotypes showing cavitary
lesions.'*'* In this paper, we report a patient diagnosed
with RA after long-term treatment for cavitary NTM-PD
due to M. avium. The patient had cavitary lesions,
although the administration of abatacept for RA, along
with multiple antimicrobial therapies against M. avium

pulmonary disease, achieved disease control.

Case Presentation

Figure 1 shows the overall course summary. A 62-year-old
woman was referred to our hospital for refractory MAC-
PD diagnosed 3 years before the referral, which had been
treated with several antibiotics (details unknown) for a few
months. However, she complained of hemosputum. She
had no other pulmonary diseases and had never smoked

cigarettes. Chest radiography showed some cavitary
lesions in the right lung field and consolidation in both
lower lung fields (Figure 1A). Chest computed tomogra-
phy (CT) imaging revealed multiple cavitary lesions in the
bilateral lower lobes and consolidation in the lingula with
bronchiectasis (Figure 2A—C). The laboratory examination
revealed elevated serum Krebs von den Lungen-6 (KL-6)
levels of 608 U/mL (reference range, <500 U/mL), which
is useful to monitor disease activity in MAC-PD and
interstitial lung disease.'>'® Her sputum culture grew
M. avium with resistance to clarithromycin twice immedi-
ately after the referral.

We administered antibiotic therapy with clarithromycin
(800 mg/day), ethambutol (750 mg/day), and rifampicin
(600 mg/day). After 8 months of this therapy, her hemos-
putum improved, but liver function impairment gradually
developed, which might have been caused by the antibio-
tics. The three-drug therapy was interrupted. However,
consolidation with bronchiectasis in the bilateral lower
lung fields had worsened approximately 1 year after the
interruption of antibiotics. We resumed clarithromycin and
ethambutol, followed by intravenous amikacin (600 mg,
three times weekly).

Four months after the treatment, she developed second-
ary pyothorax due to M. avium (Figure 1B), which was
successfully treated with drainage for several weeks. After
the treatment, she was treated with multiple antibiotic
therapies, including clarithromycin, ethambutol, inhaling
amikacin (600 mg/day), or sitafloxacin (200 mg/day).
These antibiotics maintained an improvement in her symp-
toms, including hemosputum and cough.

Six years after the referral, the patient began to feel
arthralgia in her fingers that gradually worsened. At that
time, she had multiple swollen finger joints, and her blood
test showed a high titer of rheumatoid factor (RF) (437 IU/
mL) and anticitrullinated peptide antibody (ACPA) (442.0
U/mL). Ultrasound examination indicated multiple and
bisymmetrical synovitis of her joints with a clinical dis-
ease activity index (CDAI) as high as 21.3, suggesting RA.
Prior to the RA diagnosis, RF had been measured and was
increasing: 59 IU/mL two years ago, 248 IU/mL a year
and a half ago, and 311 IU/mL a year ago. At the diagnosis
of RA, chest radiography showed worsening bilateral con-
solidation in both lower lung fields (Figure 1C), and her
chest CT images still showed several cavitary lesions and
bronchiectasis (Figure 2D—F). She was administered meth-
otrexate (8 mg/week) and prednisolone (5 mg/day). After
several months of using these drugs, drug-induced
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Figure | The clinical course of our patient. The clinical course includes the therapy for NTM-PD, the smear culture and NTM strain, clinical disease activity index (CDAI) of
rheumatoid arthritis, the changes in the levels of Krebs von den Lungen-6 (KL-6, blue line) and C-reactive protein (CRP, Orange line), and longitudinal chest imaging findings
(A) at referral, (B) at pyrothorax, (C) at the diagnosis of rheumatoid arthritis (RA), (D) at abatacept introduction, and (E) at | year after initiating abatacept therapy.

Abbreviations: RFP, rifampicin; EB, ethambutol; CAM, clarithromycin; STFX, sitafloxacin; IV AMK, intravenous amikacin; PSL, prednisolone; MTX, methotrexate; IGU,

iguratimod; EM, erythromycin.

pneumonitis developed, which might have been caused by
methotrexate. We changed methotrexate to iguratimod
(25 mg/day) and temporarily added a high prednisolone
dose (maximum 40 mg/day, gradually decreased to 10 mg/
day as the maintenance dose). For a while, iguratimod
with prednisolone therapy was effective for RA, with
low CDAL
Regarding

the macrolide-resistant

M. avium, combination therapy that included sitafloxacin,

therapy  for

inhaled amikacin, and ethambutol improved lung lesions
and sputum culture conversion. The regimen was changed
to clarithromycin and ethambutol therapy for macrolide-
susceptible M. avium, followed by erythromycin (200 mg/

day), owing to fasciculitis optica and a stable disease state.
One year later, joint pain in her fingers deteriorated with
an elevated C-reactive protein level and active synovitis,
as revealed by ultrasound, with CDAI reaching 9.8.

The patient began using abatacept (500 mg every 4
weeks) for RA because her pulmonary symptoms and
lesions had not changed, despite the presence of cavitary
lesions (Figures 1D and 2G-I). Most of the sputum smear
test results had been negative for approximately 3 years,
and the bacterial burden in sputum was apparently lower
than before (Figure 1). Clarithromycin (800 mg/day) and
ethambutol (250 mg/day) were administered simulta-
neously. Several cavitary lesions and consolidation in the

Infection and Drug Resistance 2022:15

https:

93

Dove:


https://www.dovepress.com
https://www.dovepress.com

Tanaka et al

Dove

A

A\ =~

Figure 2 Chest computed tomography (CT) findings during the clinical course. (A-C) At referral, multiple cavitary lesions (white arrowheads) are in both lungs with
bronchiectasis (black arrows) in lingula. (D-F) At the diagnosis of rheumatoid arthritis (RA), cavitary lesions and bronchiectasis are worsening. (G-I) At the introduction of
abatacept, no change has occurred in the cavitary lesions in the left lung or bronchiectasis in bilateral fields. (J-L) One year after the introduction of abatacept, cavitary

lesions partially improved, whereas a new small cavity has developed in the right lung.

bilateral lung lobes had worsened mildly (Figures 1E and
2J-L), although her pulmonary symptoms were stable,
with low CDAI, and the sputum smear results remained
negative.

Discussion and Conclusions

This case report describes the successful treatment of
emerging RA with abatacept in a patient with cavitary
M. avium pulmonary disease. On referral, the patient had
bronchiectasis with cavitary lesions, which was refrac-
tory to clarithromycin-containing therapy, and had devel-
oped macrolide resistance. She developed pyothorax
complications during the follow-up, which suggested
a severe phenotype of NTM-PD.'”'® She developed
RA complicated by drug-induced pneumonitis; however,
abatacept therapy for RA combined with multiple micro-
bial therapies for M. avium resulted in disease control,
despite the patient having a cavitary lesion. This case
highlights the development of RA in patients with
bronchiectasis, including NTM-PD. Abatacept therapy
with antimicrobial therapy may be a treatment option
for RA patients with severe NTM-PD complicated with
cavitary lesions.

The etiologies of bronchiectasis are sometimes identi-
fied during the clinical course. Among the background
diseases, NTM-PD can be the cause of and the result of
bronchiectasis because airway clearance is impaired, and
established organisms such as NTM are more easily
detected in the presence of bronchiectasis.'® Thus, in
cases of definite NTM-PD or in cases of bronchiectasis
in which NTMs are isolated, it is important to consider the
possibility that there may be hidden background diseases
other than NTM-PD that cause bronchiectasis. Previous
reports show that antineutrophil cytoplasmic antibody-
associated vasculitis and ABPA developed during progres-
sive impairment by bronchiectasis with NTM-PD.?%*!->2
In our patient, CT imaging on referral showed bronchiec-
tasis, several cavitary lesions, bronchiolitis, nodular
lesions, and consolidation, all of which may have been
formed by NTM at that time, although these features could
be complications of RA (early extra-articular manifesta-
tions). However, positive sputum culture, along with cavi-
tary lesions and infiltrative shadows, which are not
typically seen in RA,* were seen at the time of referral.
These findings suggest that NTM-PD was the main source
of these lesions. Therefore, in cases of bronchiectasis, it is
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easy to assume that NTM-PD is the cause of the disease
because of NTM isolation. However, it is important to
monitor the disease course while paying attention to the
background.

Our case showed high RF (59 IU/mL) two years
before RA diagnosis, followed by a gradual increase
(248 and 311 IU/mL 1.5 and 1 year before the diagnosis,
respectively). Pulmonary diseases associated with RA,
including bronchiectasis, may precede joint symptoms.
RA-related autoantibodies were detected in the sputum
samples of patients with early RA, suggesting that lung
inflammation plays an important role in the pathogenesis
of RA.?* Additionally, serum ACPA levels were higher
in bronchiectasis patients without RA compared to those
in healthy individuals, suggesting that chronic airway
disease may be sufficient for the generation of ACPA,
even in the absence of a systemic immune response.”
Taken together, RA-related autoimmune reactions may
be initiated by airway and alveolar epithelial cell injury
triggered by exposure to environmental factors, includ-
ing NTM, via the airway mucosa. Clinically, RF mea-
surement is useful for diagnosing RA, and high serum
RF levels are associated with a higher long-term risk for
RA.*® A previous study showed that RF positivity is
high in the bronchiectasis population, and 50% of both
RF and ACPA-positive patients later develop RA,* sug-
gesting that screening for RF and ACPA may identify
high-risk patients likely to develop RA subsequently.

The use of bDMARD:Ss to treat RA patients with NTM-
PD is clinically important. The TNF response, one of the
major targets by bDMARDs, is important in suppressing
the activity of NTM organisms.”® NTM-PD occurs in
patients using anti-TNFa antibodies, especially in patients
with RA.'> A previous report from the United States
indicated that the incidence rate of NTM-PD in RA
patients is increased with the use of bDMARDs.'” The
most common cause of death in RA patients with NTM-
PD is the -exacerbation of NTM—PD;29 therefore,
bDMARDs such as anti-TNFa therapy are not recom-
mended for use in RA patients with NTM-PD in the
United States.*”
reported a lower incidence of NTM-PD with abatacept
(CTLA4-Ig fusion protein) (0.05%) than with etanercept
(a TNFR2 dimeric fusion protein) (0.12%), adalimumab (a
fully human monoclonal antibody) (0.1%), and tocilizu-
antibody)  (0.2%).>"
However, there are few reports on the development of

Japanese postmarketing studies have

mab  (anti-IL-6R  monoclonal

NTM-PD during the use of these biological agents, other
than anti-TNFa antibodies.

bDMARDSs may affect the development of NTM-PD in
RA patients, although several reports suggest that
bDMARDs can be resumed in RA patients with adequate
control of NTM-PD. In two RA patients who developed
MAC-PD with cavitary lesions after treatment with tocili-
zumab, the appropriate antimicrobial therapy and/or surgi-
cal resections, followed by the resumption of tocilizumab,
controlled both diseases properly.>*>* In another case of
MAC-PD with cavitary lesions that developed while the
patient was receiving etanercept, MAC-PD was controlled
by introducing antimicrobial therapy with continuing
etanercept.>* Mori et al*> additionally reported that tocili-
zumab was newly administered in two cases of RA com-
plicated by MAC-PD. Both patients did not have cavitary
lesions, and the sputum NTM culture results were negative
after antimicrobial therapy. MAC-PD notably worsened
after tocilizumab administration, but MAC-PD was con-
trolled by the discontinuation of tocilizumab and the intro-
duction of antimicrobial therapy. Taken together with our
case, we believe that concomitant antimicrobial therapy is
important when introducing biological agents for RA in
patients with NTM-PD. Furthermore, a recent single-cen-
ter study showed that bDMARDs were not significantly
associated with a greater exacerbation of NTM-PD in RA
patients with bDMARDs compared to those without it.*®
Thus, these case reports suggested that the temporary
discontinuation of biological agents and appropriate anti-
microbial therapy can control NTM-PD and provide room
for the reintroduction of biological agents. In our patient,
NTM-PD was controlled by long-term antimicrobial ther-
apy. Therefore, we introduced abatacept without causing
NTM-PD exacerbation, even though the patient had MAC-
PD complicated by cavitary lesions. Important findings at
the time of abatacept administration were that cavitary
lesions were present but did not increase and that sputum
smear results revealed apparent decrease in the amount of
bacteria. In addition, at that time, the use of multiple
antibiotics to control MAC-PD was also terminated and
the patient was ultimately prescribed erythromycin only
(Figure 1). The use of biological agents can be considered
for RA patients when cavitary NTM-PD is well controlled
by comprehensively considering the sputum culture, his-
tory of antimicrobial therapy, and the type of biological
agents to be used.

In conclusion, our case suggests that physicians should
consider the etiologies of bronchiectasis, even in patients
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with a long history of treatment for bronchiectasis and
NTM-PD. When severe NTM-PD
under antimicrobial therapy, even with remaining cavitary

1s well controlled

lesions, abatacept may be an option for patients with RA,
based on a comprehensive assessment of disease progres-
sion, as revealed by NTM sputum smear/culture findings,
CT findings, and treatment response.

Abbreviation

ABPA, allergic bronchopulmonary aspergillosis; ACPA,
anticitrullinated peptide antibody; CT, computed tomogra-
phy; ILD, interstitial lung disease; KL-6, Krebs von den
Lungen-6; MAC, Mycobacterium avium complex; MAC-
PD, MAC pulmonary disease; NCFB, non-cystic fibrosis
bronchiectasis; NTM, nontuberculous mycobacteria;
NTM-PD, NTM pulmonary disease; RA, rheumatoid
arthritis; RF, rheumatoid factor; TNF, tumor necrosis
factor.
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