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Pregnancy-associated EGFR-mutant lung 
adenocarcinoma in a TB-endemic region –   
diagnostic bias and therapeutic barriers

S těhotenstvím související adenokarcinom plic s mutací EGFR 
v oblasti s endemickým výskytem tuberkulózy –  diagnostická 
zkreslení a terapeutické překážky
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Introduction
Non-small cell lung cancer (NSCLC) in 
young, non-smoking women is fre-
quently associated with activating epi
dermal growth factor receptor (EGFR) 
mutations. Globally, the therapeutic 
landscape for EGFR-mutated NSCLC has 
shifted decisively toward frontline next-
-generation targeted therapies. Based 
on landmark data from the FLAURA and 
FLAURA2  trials reflected in contempo-
rary European Society for Medical On-
cology (ESMO) clinical practice guide-
lines, frontline osimertinib, administered 
as a  monotherapy or in combination 
with platinum-pemetrexed chemother-
apy, is now established as the preferred 
first-line therapy due to its superior ef-
ficacy and central nervous system pen-
etration. More recently, the MARIPOSA 
trial demonstrated improved progres-
sion-free survival (PFS) with amivan-
tamab plus lazertinib compared with os-
imertinib, further expanding frontline 
treatment options for EGFR-mutated 
NSCLC [1– 3]. Historically, treatment re-
lied on first-generation EGFR tyrosine ki-

nase inhibitors (TKIs), such as erlotinib 
or gefitinib. While these agents offered 
significant clinical benefits over conven-
tional chemotherapy, they inevitably led 
to acquired resistance, most commonly 
mediated by secondary T790M muta-
tion [4,5]. However, access to third-gen-
eration EGFR-targeted therapies remains 
uneven across many low-and middle-in-
come countries (LMICs). In Indonesia, fi-
nancial constraints, reimbursement lim-
itations, and drug availability continue 
to influence treatment selection. Con-
sequently, sequencing first-genera-
tion EGFR-TKIs followed by subsequent 
therapy at disease progression remains 
a  pragmatic reality in routine clinical 
practice [6,7].

Pregnancy-associated lung cancer 
(PALC) is rare and frequently diagnosed 
at an advanced stage. Respiratory symp-
toms are often dismissed as physiolog-
ical changes of pregnancy, and con-
cerns regarding fetal radiation exposure 
frequently delay mandatory diagnostic 
investigations. In tuberculosis (TB)-
-endemic regions such as Indonesia, 

these challenges may be further com-
pounded. Persistent respiratory symp-
toms in young patients are often initially 
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2.3 × 2.2 cm and 2.4 × 2.9 cm (Fig. 2A and 
2B), consistent with stage IV disease.

The patient initiated erlotinib (150 mg 
daily) 1 week after delivery to allow ade-
quate post-surgical wound healing. Treat-
ment was initiated promptly after de-
livery because of the advanced stage of 
disease. She received concurrent whole-
brain radiotherapy (WBRT) administered 
over 10 fractions (total dose 30 Gy) using 
three-dimensional conformal radiother-
apy. A  follow-up chest radiograph ob-
tained after 3  months demonstrated 
marked regression of the primary lung 
mass and complete disappearance of 
the bilateral pulmonary nodules (Fig. 3A).  
According to RECIST version 1.1, measura-
ble residual disease demonstrated an ap-
proximately 70.8% reduction in the sum 
of the diameters compared with baseline, 
which was consistent with a deep partial 
response (Fig. 3B). Follow-up brain CT 
demonstrated a  stable hypodense area 

and had an oxygen saturation of 94% 
on room air. Computed tomography 
(CT) of the chest revealed a spiculated 
solid peri-bronchial mass involving seg-
ments IV and VI of the right lung, mea- 
suring 7.54  ×  3.9  ×  3.4 cm, alongside 
numerous pulmonary nodules in both 
lungs (Fig. 1A and 1B). A prior chest ra-
diograph demonstrated consolidation 
in the right perihilar region and mul-
tiple bilateral nodules (Fig. 1C). Bron-
choscopy was safely performed during 
the peripartum period, followed by suc-
cessful delivery of a healthy infant, who 
was subsequently formula-fed and re-
mains healthy to date. Histopathology 
and cytology (Fig. 1D and 1E) revealed 
non-small cell carcinoma consistent 
with adenocarcinoma. Molecular analy-
sis confirmed an EGFR exon 19 deletion. 
Contrast-enhanced brain CT demon-
strated two enhancing metastatic nod-
ules with perifocal edema measuring 

attributed to pulmonary TB, creating 
a diagnostic anchoring bias that delays 
oncologic evaluation, staging, and mo-
lecular profiling [8,9]. We report a case 
of pregnancy-associated EGFR-mu-
tant lung adenocarcinoma that illus-
trates both diagnostic delays related to 
TB-associated anchoring bias and a re-
source-constrained treatment pathway 
necessitated by limited local access to 
contemporary targeted therapies.

Case presentation
A 28-year-old non-smoking woman, 
with no prior medical history, presented 
in November 2023 with worsening dys
pnea and a persistent cough 2 months in 
duration. She had initially been treated 
empirically for clinical pulmonary TB 
for over a  month at a  primary care fa-
cility without clinical improvement. At 
presentation, she was at term gestation, 
tachypneic with bilateral lung crackles, 

Fig. 1. Baseline diagnostic workup. 
A, B) Axial and coronal chest CT images demonstrating the primary right lung mass; C) baseline chest radiograph showing multiple bila-
teral pulmonary nodules; D, E) histopathology and cytology findings confirmed adenocarcinoma. 
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without surrounding cerebral edema 
(Fig. 3C and 3D).

The patient experienced a  favor
able clinical course, achieving a  PFS 
of 24  months on first-line erlotinib. In 
January 2026, routine follow-up imag-
ing revealed enlargement of the primary 
lung mass to 7.1 × 5.5 × 3.3 cm (Fig. 4A 
and 4B) representing an approximate 
68% increase from the nadir, confirm-
ing progressive disease. Tissue re-biopsy 
demonstrated persistence of the origi-
nal EGFR exon 19 deletion together with 
acquisition of the EGFR T790M muta-
tion. Because third-generation TKI ther-
apy was financially inaccessible and not 
covered by local public insurance frame-
works, a  resource-constrained treat-
ment strategy was adopted. This con-
sisted of continuing erlotinib combined 
with carboplatin (AUC 5) and pacli-
taxel (175 mg/ m2), administered every 
3 weeks for four cycles. Treatment was 
well tolerated, with only grade 1  diar-
rhea reported. A  follow-up chest CT in 
June 2026 demonstrated radiologically 
stable disease (Fig. 4C and 4D). Written 
informed consent for publication was 
obtained from the patient. A treatment 
timeline is provided (Scheme 1).

Fig. 2. Baseline brain imaging. 
Contrast-enhanced brain CT demonstrating two metastatic nodules with prominent perifocal vasogenic edema. 

Fig. 3. Early treatment response 3 months post-therapy (February 2024). 
A) A follow-up chest radiograph demonstrating a marked reduction in bilateral pulmo-
nary nodules; B) axial chest CT showing a 70.8% reduction in target lesion size, consistent 
with a deep partial response according to RECIST 1.1 criteria; C, D) follow-up brain CT de-
monstrating stable treated lesions and complete resolution of surrounding edema. 
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when patients fail to demonstrate early 
clinical or radiological improvement 
after initiating anti-TB therapy.

Beyond the diagnostic challenges, this 
case illustrates the impact of limited ac-
cess to contemporary targeted thera-
pies in resource-constrained healthcare 
systems. Current ESMO clinical prac-
tice guidelines recommend frontline 
third-generation EGFR-TKIs such as osi
mertinib as the preferred treatment for 
patients with advanced EGFR-mutated 
NSCLC. However, implementing these 
recommendations remains challenging 

nostic preoccupation that delays the rec-
ognition of malignancy  [11]. Because 
advanced lung adenocarcinoma and 
pulmonary TB share overlapping clinical 
and radiological features, including pleu-
ral involvement, consolidation, and pul-
monary nodules, malignancy may not be 
immediately considered. In the present 
case, the initial diagnostic anchoring re-
sulted in empirical anti-TB treatment and 
delayed definitive oncologic evaluation. 
These findings highlight the importance 
of maintaining a broad differential dia
gnosis and pursuing tissue confirmation 

Discussion
A key clinical message from this case is 
the diagnostic delay resulting from an-
choring bias in a TB-endemic setting. An-
choring bias occurs when clinicians rely 
excessively on an initial diagnostic im-
pression and fail to sufficiently adjust 
their assessment in response to subse-
quent findings  [10]. In TB-endemic re-
gions, young, non-smoking adults pre-
senting with constitutional symptoms, 
cough, and pulmonary infiltrates are 
often initially suspected of having pul-
monary TB, creating a  profound diag

Fig. 4. Disease progression and stabilization. 
A, B) Chest CT performed in January 2026 demonstrated enlargement of the primary lung mass; C, D) follow-up chest CT performed in 
June 2026 demonstrated stable disease. 
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critically delay oncologic evaluation in 
young, non-smoking adults presenting 
with persistent respiratory symptoms. 
Early tissue diagnosis and comprehen-
sive molecular profiling are essential to 
identify actionable driver mutations, be-
cause optimal clinical outcomes depend 
on reliable access to contemporary tar-
geted therapies. The clinical course de-
scribed in this report reflects the prag-
matic realities of cancer care in many 
LMICs, where financial barriers, reim-
bursement limitations, and restricted 
drug availability may influence treat-
ment selection. Sequential use of a first-
-generation EGFR-TKI followed by con-
current TKI-chemotherapy upon disease 
progression was necessitated by lim-
ited access to recommended third-gen-
eration therapies rather than contem-
porary best practice. In alignment with 
the negative findings of the landmark  
IMPRESS trial, no efficacy conclusion can 
be drawn regarding this combination. 
Ultimately, this case highlights the crit-
ical need to maintain clinical vigilance 
for malignancy in patients with non-re-
solving respiratory symptoms, perform 
molecular reassessment at progression 
to identify resistance mechanisms such 
as EGFR T790M, and actively address dis-
parities in access to effective targeted 
therapies.
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confirmed the persistence of the orig-
inal EGFR exon 19  deletion together 
with the acquisition of the T790M mu-
tation, illustrating clonal evolution dur-
ing EGFR-targeted therapy. Following 
disease progression, erlotinib was con-
tinued concurrently with carboplatin 
and paclitaxel. While the clinical ratio
nale was to maintain pressure on po-
tentially sensitive systemic clones in the 
absence of osimertinib, the clinical sig-
nificance of this approach must be inter-
preted cautiously. The phase III IMPRESS 
trial demonstrated no PFS benefit from 
continuing a  first-generation EGFR-TKI 
alongside chemotherapy. Therefore, effi-
cacy conclusions cannot be drawn from 
this single patient observation, and this 
treatment course should be regarded as 
a  descriptive account of management 
under resource constraints rather than 
a  therapeutic recommendation  [15]. 
Similarly, while the patient achieved 
a prolonged 24-month PFS on erlotinib, 
the potential contribution of upfront 
WBRT to systemic disease kinetics re-
mains speculative. Although WBRT pro-
vides vital intracranial control, its role in 
extending systemic PFS cannot be defin-
itively established.

Conclusion
This case underscores the significant 
diagnostic and therapeutic challenges 
of managing pregnancy-associated 
lung adenocarcinoma in a resource-con-
strained, TB-endemic setting. In these 
environments, diagnostic anchoring 
bias toward infectious etiologies can 

in many LMICs, where financial con-
straints, reimbursement limitations, 
and restricted access to molecular dia
gnostics influence treatment decisions. 
Consequently, treatment pathways in-
volving first-generation EGFR-TKIs fol
lowed by subsequent therapy at pro-
gression continue to be encountered 
in routine clinical practice. The man-
agement strategy described in this re-
port therefore reflects the realities of re-
source-constrained settings rather than 
a  preferred contemporary treatment 
standard.

PALC, defined as lung cancer diag
nosed during pregnancy or within 1 year 
postpartum, is an exceptionally rare clin-
ical entity and is frequently diagnosed at 
an advanced stage [12]. Consistent with 
previously reported cohorts, our patient 
was a young, non-smoking woman with 
adenocarcinoma harboring an actiona-
ble EGFR mutation. Prior studies dem-
onstrated a high prevalence of targeta-
ble driver alterations among patients 
with PALC, with EGFR mutations and an-
aplastic lymphoma kinase rearrange-
ments accounting for the vast major-
ity of cases [13]. This distinct molecular 
profile underscores the importance of 
rapid, comprehensive molecular profil-
ing in this population, as identifying ac-
tionable genomic alterations dramati-
cally influences both maternal survival 
and therapeutic decisions  [14]. Molec-
ular reassessment at progression re-
mains essential even when access to 
recommended second-line therapies is 
restricted. In our patient, a repeat biopsy 

Scheme 1. Treatment timeline from initial anti-TB therapy through EGFR-targeted treatment, disease progression, re-biopsy, and 
subsequent chemotherapy.

delivery and lung  
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EGFR deletion exon 19

progressive disease –  
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treatment 
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erlotinib 150 mg (once daily) 

carboplatin + paclitaxel (four cycles)
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