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ABSTRACT

The identification of the disease progression and drug resistance pathways involved in breast cancer led to the development of
mammalian target of rapamycin (mTOR) inhibitors. Since their introduction, mTOR inhibitors have improved clinical outcomes in
patients with advanced breast cancer. These agents are generally well tolerated, but they have a unique adverse event (AE) profile
of which clinicians and nurses should be aware. Although rare, noninfectious pneumonitis (NIP) is one such mTOR-associated
AE that is generally mild and manageable, but it can result in severe or potentially life-threatening toxicity. Previous clinical
experience with everolimus and temsirolimus in renal cell carcinoma has led to the development of guidelines for the diagnosis
and management of mTOR-associated AEs, including NIP. However, specific guidelines in the advanced breast cancer setting are
currently lacking. Herein we review the available literature regarding the development of mTOR-associated NIP in patients with
advanced breast cancer. In addition, we have developed a set of guidelines that will provide nurses with appropriate management
strategies for the treatment of mTOR inhibitor–associated NIP in patients with advanced breast cancer.
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1. INTRODUCTION

After lung cancer, breast cancer is the second most common
type of cancer worldwide, with an estimated 1.67 million
new cases a year.[1] In the United States, breast cancer is
the most commonly diagnosed cancer in women and the
second leading cause of cancer death in women after lung
cancer.[2] Although significant advances in the management
of breast cancer have led to improvements in patient sur-
vival,[3] advanced breast cancer remains challenging to treat
due to acquired or inherent resistance to therapy.[4] In partic-
ular, disease progression in patients with breast cancer with

hormone receptor (HR)–positive tumors receiving endocrine
therapies is common due to resistance to these agents.[5]

Dysregulation of the phosphatidylinositol 3-kinase
(PI3K)/AKT/mammalian target of rapamycin (mTOR) signal
transduction pathway has been implicated as a mechanism of
resistance in many human cancers, including renal cell carci-
noma (RCC) and breast cancer.[5–7] Furthermore, research
has demonstrated a link between the PI3K/AKT/mTOR
and estrogen receptor (ER) pathways in the development
of breast cancer progression and resistance to endocrine
therapy.[8] Therefore, inhibition of the PI3K/AKT/mTOR
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pathway represents a promising target for the treatment of
breast cancer.[9, 10]

The identification of pathways implicated in disease progres-
sion and resistance to endocrine therapies in breast cancer
has resulted in the emergence of new, advanced, targeted
therapeutic agents for breast cancer (e.g., mTOR inhibitors)
that have improved clinical outcomes in patients with this
disease.[11] Although these targeted agents are generally
well tolerated, healthcare practitioners should be aware of
the unique adverse event (AE) profiles that have been ob-
served.[12, 13] One such AE associated with mTOR-inhibitor
therapy is noninfectious pneumonitis (NIP), which represents
one of the most common AEs leading to treatment discon-
tinuation.[14] Although generally mild in severity, mTOR
inhibitor–associated NIP can potentially result in severe out-
comes, which emphasizes the importance of early recogni-
tion and prompt management by healthcare practitioners.

This article provides an overview of the role of mTOR in-
hibitors and their clinical efficacy and safety in advanced
breast cancer, followed by a discussion on the recognition,
diagnosis, and management of mTOR-associated NIP.

2. BREAST CANCER EPIDEMIOLOGY
The American Cancer Society estimated that in the United
States, 231,840 new cases of breast cancer would be diag-
nosed in 2015 and that 40,290 women would die from the
disease.[2] At diagnosis, most patients with breast cancer
have localized disease (61%) or regional lymph node in-
volvement (33%), whereas 5% have metastatic disease at di-
agnosis.[3] Five-year survival rates are high for patients with
localized disease (99%) or regional lymph node involvement
(84%), but they drop substantially in those with metastatic
disease (24%).[13] More than 75% of patients with advanced
breast cancer have HR-positive disease,[15, 16] which is often
initially managed with endocrine therapy.[15]

3. THE ROLE OF MTOR INHIBITORS
Patients with HR-positive advanced breast cancer generally
respond well to endocrine therapies, such as nonsteroidal
aromatase inhibitors (e.g., anastrozole, letrozole), steroidal
aromatase inhibitors (exemestane), and nonsteroidal selec-
tive ER modulators (tamoxifen). In postmenopausal women
with HR-positive advanced breast cancer, first-line treatment
with these endocrine therapies is recommended by treatment
guidelines.[5] However, some patients do not respond to first-
line endocrine therapy (i.e., inherent resistance), or their dis-
ease eventually progresses despite an initial response to first-
line treatment (i.e., acquired resistance).[11, 17] In patients
with disease progression after first-line endocrine therapy,
second-line options include the use of other aromatase in-

hibitors and ER modulators (e.g., tamoxifen, fulvestrant).[5]

The need for additional treatment options in second- and
subsequent-line settings after disease progression has led
researchers to study pathways of endocrine resistance, such
as the mTOR signaling pathway, in an attempt to develop
new targeted agents for the treatment of advanced breast
cancer.[18]

mTOR, an intracellular protein kinase, is a key component
of the PI3K/AKT/mTOR signal transduction pathway, which
plays a critical role in regulating cellular proliferation, sur-
vival, and differentiation.[6, 19, 20] In breast cancer, this path-
way is frequently mutated and hyperactive,[9, 21, 22] and this
contributes to the development of aggressive cancer pheno-
types[23] and resistance to endocrine therapy.[8, 10] It has been
hypothesized that the use of mTOR inhibitors may either
partially restore sensitivity to endocrine therapies in patients
with acquired resistance or delay the onset of resistance when
used in combination with current therapies.[10, 24, 25]

To date, two mTOR inhibitors have been approved by the
FDA for cancer treatment. Everolimus is an oral mTOR
inhibitor that has been approved for use in many cancer
types, including RCC, pancreatic neuroendocrine tumor,
subependymal giant cell astrocytomas, and renal angiomy-
olipoma in tuberous sclerosis complex.[26] Most recently,
everolimus was approved for use in combination with an
aromatase inhibitor (exemestane) for the treatment of post-
menopausal women with advanced, HR-positive, human epi-
dermal growth factor receptor 2 (HER2)–negative breast
cancer who are resistant to endocrine therapy (e.g., letrozole,
anastrozole).[26] The second approved mTOR inhibitor, tem-
sirolimus, is intravenously administered and approved only
for use in the treatment of advanced RCC.[27]

4. CLINICAL EXPERIENCE OF MTOR IN-
HIBITORS IN ADVANCED BREAST CANCER

Overall, a number of clinical trials have demonstrated the
efficacy and safety of mTOR inhibitors in advanced breast
cancer, with the bulk of the data focusing on everolimus
either alone or as part of combination therapy (see Table
1).[11, 14, 28–33]

4.1 Efficacy
The overall response rates of everolimus reported in phase
1 or 2 trials ranged from 12%–44% (see Table 1).[28, 29, 31, 32]

In addition, everolimus and temsirolimus were both eval-
uated as part of combination therapy in two international,
double-blind, randomized, placebo-controlled phase 3 trials
of postmenopausal patients with advanced breast cancer (i.e.,
the BOLERO-2 and HORIZON trials).[11, 33]
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Table 1. Summary of major clinical trials of mammalian target of rapamycin inhibitor therapy in patients with advanced
breast cancer

 

 

Study Treatment Main Efficacy Outcomes Safety Outcomes 

Baselga et al. (2012); 
Yardley et al. (2013)[14] 
(BOLERO-2) 
Pivotal, randomized, 
phase 3 trial (N = 724) 

Everolimus 10 mg/day + 
exemestane  
vs. 
Placebo + exemestane 

Median PFS (18-mo follow-up) 
Local review: 7.8 vs. 3.2 mo 
Central review: 11.0 vs. 4.1 mo 
ORR (18-mo follow-up) 
Local review: 12.6% vs. 1.7% 
Central review: 12.6% vs. 2.1% 
CBR* (18-mo follow-up) 
Local review: 51.3% vs. 26.4% 
Central review: 49.9% vs. 22.2% 

Common Grade 3/4 AEs 
Stomatitis, anemia, dyspnea, 
hyperglycemia, fatigue, and 
pneumonitis, GGT increased 
Common AEs leading to 
discontinuation 
Pneumonitis, stomatitis 

Bachelot et al. 
(2012)[29] 
(TAMRAD) 
Randomized, phase 2 
trial (N = 111) 

Everolimus 10 mg/day + 
tamoxifen 
vs. 
Placebo + tamoxifen 

CBR* at 6 mo 
61% vs. 42% 
Response rate  
14% vs. 13% 
Median OS 
Not reached vs. 32.9 mo 
Median TTP  
8.6 vs. 4.5 mo 

Common Grade 3/4 AEs 
Stomatitis, fatigue, pain, 
infection, anorexia, rash, 
pneumonitis, nausea, vomiting 

Ellard et al. (2009)[28] 
Randomized phase 2 
trial (N = 49) 

Everolimus 10 mg/day 
Everolimus 70 mg weekly 

ORR (CR + PR)  
Overall 12% 

Common Grade 3/4 AEs 
Fatigue, pneumonitis, 
infection, neutropenia 

Andre et al. (2010)[31] 
Phase 1 trial (N = 33) 

Everolimus 5 mg/day 
Everolimus 10 mg/day 
Everolimus 30 mg weekly 
(all in combination with 
paclitaxel and trastuzumab) 

ORR (CR + PR) 
Overall 44% 
CBR* 
Overall 74% 
Median PFS  
Overall 34 wk 

Common Grade 3/4 AEs 
Neutropenia, lymphopenia, 
leukopenia, stomatitis, NIP 

Schwarzlose-Schwarck 
et al. (2012)[32] 
Phase 1 trial (N = 15) 

Everolimus 2.5, 5, 7.5, and 10 
mg/day (all with carboplatin 
weekly) 

Overall response rate 
21% 
Median PFS 
19 wk 
Median OS 
35.3 wk 

Common Grade 3/4 AEs 
Thrombocytopenia, leukopenia 

Wolff et al. (2013)[33] 
(HORIZON) 
Randomized, phase 3 
trial (N = 1,112) 

Temsirolimus 30 mg/day + 
letrozole  
vs. 
Placebo + letrozole 

Median PFS 
8.9 vs. 9.0 mo 
Median OS 
Not reached 
ORR 
27% vs. 27% 

Common Grade 3/4 TEAEs 
Dyspnea, hyperglycemia, 
diarrhea, mucositis/stomatitis, 
hyperlipidemia, asthenia 

 Note. Abbreviations: AE, adverse event; CBR, clinical benefit rate; CR, completed response; GGT, gamma-glutamyltransferase; mo, month(s); NIP, 
noninfectious pneumonitis; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PR, partial response; SD, stable disease; 
TEAE, treatment-emergent adverse event; wk, week(s). *CR + PR + (SD ≥ 24 weeks). 

 

The approval of everolimus for the treatment of advanced
HR-positive, HER2-negative, postmenopausal breast cancer
was based on findings from the pivotal BOLERO-2 trial.[11]

A total of 724 postmenopausal patients whose disease had
progressed on nonsteroidal aromatase inhibitors were treated
with oral everolimus 10 mg/day or matching placebo in com-
bination with exemestane 25 mg/day.[11] The combination of

everolimus plus exemestane significantly prolonged median
progression-free survival (PFS) versus placebo plus exemes-
tane as assessed by local review (6.9 vs. 2.8 months; P <
.001) and central review (10.6 vs. 4.1 months; P < .001). At
the final PFS analysis the benefit of everolimus plus exemes-
tane over placebo plus exemestane for median PFS was also
maintained when assessed by both local review (7.8 vs. 3.2
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months; P < .0001) and central review (11.0 vs. 4.1 months;
P < .0001).[14]

The HORIZON trial (N = 1,112) evaluated first-line therapy
with oral temsirolimus 30 mg/day plus letrozole 2.5 mg/day
in postmenopausal women with ER-positive and/or pro-
gesterone receptor–positive locally advanced or metastatic
breast cancer with no prior exposure to aromatase in-
hibitors.[33] No improvement in median PFS was seen with
temsirolimus plus letrozole versus letrozole alone (8.9 vs.
9.0 months; P = .50).

4.2 Safety
Commonly reported AEs associated with mTOR inhibitor
therapy include stomatitis/mucositis, NIP, infection, hyper-
glycemia, rash, and hyperlipidemia.[13, 34] The results of
clinical trials indicated that mTOR inhibitor therapy is gen-
erally well tolerated, with low incidence rates of grade 3
or 4 AEs.[11, 14, 28–33] In clinical trials of everolimus and
temsirolimus in advanced breast cancer, the most common

grade 3 or 4 treatment-associated AEs included stomatitis,
fatigue, infection, dyspnea, hyperglycemia, anemia, NIP,
diarrhea, hyperlipidemia, asthenia, and elevated gamma-
glutamyltransferase (see Table 1).[11, 14, 28, 29, 31–33]

The close monitoring and early recognition of mTOR in-
hibitor–associated AEs by healthcare practitioners (e.g., on-
cology nurses) and the subsequent prompt intervention in
patient care can reduce the severity of these AEs, enhance
treatment tolerability, improve quality of life, and potentially
lead to improvements in patient outcomes.[34–36] In addition
to the early recognition of AEs, it is important that healthcare
practitioners assess their initial severity so that appropriate
management strategies can be implemented. AE severity
can be descriptively assessed via the National Cancer Insti-
tute’s Common Terminology Criteria for Adverse Events
(CTCAE), version 4.03, which uses a grading scale to deter-
mine the severity of specific AEs, including NIP (see Table
2).

Table 2. Summary of the grading system for adverse event and noninfectious pneumonitis severity according to the National
Institutes of Health and National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.03[45]

 

 

Clinical Description for AE Severity Clinical Description for NIP Severity 

Grade 1 
Mild; asymptomatic or mild symptoms; clinical or diagnostic 
observations only; intervention not indicated 

Asymptomatic; clinical or diagnostic observations only; 
intervention not indicated 

Grade 2 
Moderate; minimal, local or noninvasive intervention indicated; 
limiting age-appropriate instrumental ADL* 

Symptomatic; medical intervention indicated; limiting 
instrumental ADL* 

Grade 3 
Severe or medically significant but not immediately 
life-threatening; hospitalization or prolongation of 
hospitalization indicated; disabling; limiting self-care ADL† 

Severe symptoms; limiting self-care ADL†; oxygen 
indicated 

Grade 4 Life-threatening consequences; urgent intervention indicated 
Life-threatening respiratory compromise; urgent 
intervention indicated (e.g., tracheotomy or intubation) 

Grade 5 Death related to AE Death 

 Note. Abbreviations: ADL, activities of daily living; AE, adverse event; NIP, noninfectious pneumonitis; *Includes preparing meals, grocery or clothes shopping, using the 
telephone, and managing money; †Includes bathing, dressing and undressing, feeding self, using the toilet, taking medications, and not bedridden. 

 

5. NONINFECTIOUS PNEUMONITIS

5.1 Overview
NIP is a drug class effect of mTOR inhibitor therapy
that is characterized by a nonmalignant infiltration of the
lungs.[4, 34–36] There is evidence to suggest that the occur-
rence of this mTOR-associated toxicity may be schedule
dependent, with higher incidence rates reported during daily
versus weekly treatment with everolimus (49% vs. 19%).[28]

Although this pulmonary toxicity can be potentially serious
if left untreated, NIP is usually manageable and reversible
upon drug discontinuation.[4]

5.2 Clinical presentation
NIP can be difficult to diagnose or misdiagnosed because pa-
tients may be asymptomatic or present with mild, nonspecific

respiratory symptoms, including cough, dyspnea, hypoxia,
and pleural effusion on rare occasions.[4, 36] Fever may also
be present, making it difficult to distinguish NIP from in-
fectious causes.[4] Hemoptysis has also been observed, and
deaths, although rare, have been reported.[4]

5.3 Diagnosis
To facilitate the accurate diagnosis of NIP, a computed
tomography (CT) scan and lung function tests, including
single breath transfer factor for carbon monoxide (TLCO)
and arterial oxygen saturation, should be performed in pa-
tients with baseline respiratory symptoms or documented
pulmonary metastases prior to initiation of mTOR inhibitors
(e.g., everolimus).[37] NIP should be suspected in patients
who present with cough or dyspnea with or without hy-
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poxia and/or pleural effusion during mTOR inhibitor ther-
apy.[38] Chest radiographic imaging should be performed in
patients with suspected NIP, but findings may be subtle and
diagnosis usually requires CT chest scans, which provide
greater sensitivity and specificity.[4] Radiographic findings

consistent with NIP include ground glass opacities, diffuse
patchy airspace disease, and focal consolidation (see Fig-
ure 1).[7, 36, 37, 39] Finally, bronchoscopy with bronchoalveolar
lavage (BAL) with or without biopsy may also be required
to exclude infectious or malignant causes.[4]

Figure 1. Computed tomography chest scan images of a 59-year-old female patient with radiological signs of noninfectious
pneumonitis following treatment with everolimus 10 mg and exemestane 25 mg for 1 year.

5.4 Data from clinical trials
mTOR inhibitors were first approved for the treat-
ment of advanced RCC; therefore, the initial mTOR in-
hibitor–associated NIP data were obtained from this patient
population.[26, 27] A retrospective review of clinical data and
CT chest scans from temsirolimus- or everolimus-treated
patients showed that 30% of patients had CT evidence of
NIP.[40] In the pivotal RECORD-1 trial, all-grade everolimus-
associated NIP was reported in 13.5% of patients, with a
median time to onset of pneumonitis of 108 days;[41] how-
ever, a radiographic review indicated that 39% of patients
without a diagnosis of pneumonitis had radiologic evidence
of pneumonitis.[39]

Clinical trial data for mTOR inhibitor-treated patients with
advanced breast cancer and NIP are summarized in Ta-
ble 3.[11, 14, 28–33, 42] These trials showed that all-grade
everolimus-associated NIP incidence rates varied, ranging
from 0%–42% of patients; the incidence of grade 3 or 4

NIP was low (0%–9%) across these studies, and the inci-
dence of NIP leading to treatment discontinuation ranged
from 0%–12%.[11, 14, 28–32, 42] It should be noted, however,
that mTOR inhibitor–associated NIP may be underreported
in these studies because some patients may have been asymp-
tomatic and others may have presented with nonspecific res-
piratory symptoms that were attributed to another cause.[13]

A more in-depth analysis of everolimus-associated AEs in
the BOLERO-2 trial revealed that approximately 25% of
all-grade ≥ 2 NIP events occurred within the first 12 weeks
of therapy, with cumulative event risk increasing with pro-
longed exposure (5%, 10%, and 16% at 12, 24, and 48 weeks,
respectively).[42] Resolution to grade ≤ 1 NIP was achieved
by 80% of patients with grade 3 NIP following dose interrup-
tion or reduction after a median of 3.8 weeks.[42] In addition,
complete resolution of NIP was achieved by the majority of
patients (75%) after a median of 5.4 weeks.[42] A total of
5.6% of patients required treatment discontinuation due to
NIP.[42]
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Table 3. Summary of noninfectious pneumonitis clinical data in clinical trials of mammalian target of rapamycin inhibitor
therapy in advanced breast cancer

 

 

Study Treatment 

% Patients 

NIP incidence Dose 
Interruptions 
or Reductions 

NIP Leading to 
Treatment 
Discontinuation 

Any Grade Grade 3 or 4 

Baselga et al. 
(2012);[11] Yardley et 
al. (2013);[14] Rugo et 
al. (2014)[42] 
(BOLERO-2) 

Everolimus + exemestane (median 
exposure 14.6 wk)[11] 

12 3* NR NR 

Placebo + exemestane (median 
exposure 12 wk)[11] 

0 0 NR NR 

Everolimus + exemestane (18-mo 
follow-up)[14,42] 

16 3 7.5 5.6 

Placebo + exemestane (18-mo 
follow-up)[14,42] 

0 0 0 0 

Bachelot et al. 
(2012)[29] 
(TAMRAD) 

Everolimus + tamoxifen (median 
treatment duration 6.2 mo) 

17 2 2 4 

Tamoxifen alone (median 
treatment duration 4.8 mo) 

4 4 NR 0 

Ellard et al. (2009)[28] 

Everolimus 10 mg/day (treatment 
duration 18 mo) 

42 9 NR 12 

Everolimus 70 mg weekly 
(treatment duration 18 mo) 

19 0 NR 6 

Andre et al. (2010)[31] 

Everolimus 5 mg/day (median 
treatment duration 28 wk) 

0 0 0 0 

Everolimus 10 mg/day (median 
treatment duration 28 wk) 

6 6 0 6 

Everolimus 30 mg weekly 
(median treatment duration 33 wk) 

0 0 0 0 

Schwarzlose-Schwarck 
et al. (2012)[32] 

Everolimus 2.5, 5, 7.5, and  
10 mg/day (median treatment 
duration 26, 6, 22, and 11 wk, 
respectively) 

0 0 0 0 

Wolff et al. (2013)[33] 
(HORIZON) 

Temsirolimus + letrozole (median 
follow-up 9.5 mo) 

NR NR NR < 1 

Placebo + letrozole (median 
follow-up 9.5 mo) 

NR NR NR NR 

 Note. Abbreviations: mo, month(s); NIP, noninfectious pneumonitis; NR, not reported; wk, week(s). *Paper reported that “all three patient cases of 
pneumonitis resolved within 15 days of everolimus discontinuation.” 

 

6. MANAGEMENT OF NONINFECTIOUS PNEU-
MONITIS IN BREAST CANCER

Currently, no specific clinical guidelines have been published
to guide the care of patients with advanced breast cancer
who develop mTOR inhibitor–related NIP. However, earlier
clinical experience with everolimus in the advanced RCC
setting resulted in the establishment of guidelines in 2009 for
the management of everolimus-associated AEs.[37] The fol-
lowing recommendations for patients with breast cancer are
based on published guidelines for the RCC population and
on data from previously published clinical trials in patients
with advanced breast cancer.

6.1 Patient counseling and education

Patient counseling and education are both important com-
ponents of care for patients with advanced breast cancer
receiving mTOR inhibitor therapy.[4, 37] Prior to beginning
treatment with an mTOR inhibitor, such as everolimus or tem-
sirolimus, patients should receive adequate counseling and
education to increase their awareness regarding the possible
development of NIP; be routinely questioned after starting
treatment about new or changing respiratory symptoms; and
be advised on when to inform their healthcare provider of
new or worsening respiratory symptoms. It is important that
patients are informed that cough and dyspnea may be the
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first signs of NIP and that NIP can occur at any time dur-
ing treatment; however, it should be emphasized that NIP
symptoms are most commonly observed at the beginning
of treatment.[43] Finally, patients should also know how the
mTOR inhibitors everolimus and temsirolimus are metabo-

lized via the cytochrome P450 pathway and thus may have
numerous food–drug and drug–drug interactions that can
potentially interfere with their metabolism; this can lead to
greater drug toxicity or decreased drug efficacy (see Table
4).[26, 27]

Table 4. Summary of CYP3A4 inducers/inhibitors and management recommendations if concomitant use with a
mammalian target of rapamycin inhibitor is required[26, 27]

 

 

Agents Inducing or Inhibiting CYP3A4 Metabolism Management Recommendations if Concomitant Use Required 

CYP3A4 inducers   

Strong inducers 

Rifampin, phenytoin, 
carbamazepine, rifabutin, rifampicin, 
rifapentine, phenobarbital, 
dexamethasone, St. John’s wort 

Everolimus 

 Concomitant use should be avoided. 

 If patients require a strong CYP3A4 inducer, double the dose of everolimus and 
assess tolerability; assess the everolimus trough concentration 2 wk after doubling 
the dose and adjust the dose if necessary to maintain a trough concentration of 
5-15 ng/mL. 

 Return the everolimus dose to that used prior to initiating the strong CYP3A4 
inducer if the strong inducer is discontinued; assess everolimus trough 
concentrations approximately 2 wk later. 

CYP3A4 inhibitors   

Strong inhibitors 

Ketoconazole, itraconazole, 
clarithromycin, atazanavir, 
nefazodone, saquinavir, 
telithromycin, ritonavir, indinavir, 
nelfinavir, voriconazole, grapefruit 
or grapefruit juice 

Everolimus 

 Avoid concomitant use 

Moderate inhibitors 
Amprenavir, fosamprenavir, 
aprepitant, erythromycin, 
fluconazole, verapamil, diltiazem 

Everolimus 

 Reduce everolimus dose by approximately 50% and administer every other day if 
dose reduction required for patients receiving the lowest available strength and 
maintain trough levels of 5-15 ng/mL. 

 Assess everolimus trough concentrations approximately 2 wk after dose reduction 

 Resume the dose that was used prior to initiating the CYP3A4 inhibitor 2 to 3 
days after discontinuation of a moderate inhibitor; assess the everolimus trough 
concentration approximately 2 wk later. 

 Note. Abbreviations: mTOR, mammalian target of rapamycin; wk, week(s). 

6.2 Management strategies

Prior to treatment with mTOR inhibitors, such as everolimus,
patients with a TLCO value of less than 40% of the predicted
value and baseline respiratory symptoms or documented pul-
monary metastases should not start mTOR inhibitor therapy
until lung function testing has normalized.[37] Given the
potential clinical benefits of mTOR inhibitor therapy with
regard to tumor response and PFS, all efforts should be made
to continue treatment, to the extent possible, in order to
maximize treatment outcomes.[4] Management strategies for
mTOR inhibitor–associated NIP generally comprise mTOR
inhibitor dose reduction, dose interruption or discontinua-
tion, and the use of corticosteroids; these strategies depend
on the severity of symptoms and radiographic findings. It
is important to note that the immunosuppressive properties
of mTOR inhibitors may predispose patients to increased
risk of infection or reactivation of previous infections.[13, 37]

Therefore, an infectious cause of pneumonitis must be ruled
out, possibly by CT chest scans and BAL with or without
biopsy.[37]

Once an infectious cause has been ruled out, the dose ad-
justment and management recommendations for AEs in the
everolimus package insert may be used as a basic guide to
manage mTOR inhibitor–associated NIP (see Table 5).[26]

In general, dose adjustment and AE management depend on
symptom severity according to CTCAE, version 4.03. In
patients with grade 1 NIP, no everolimus dose adjustment is
required, but appropriate monitoring should be initiated and
continued until resolution of NIP is confirmed. For the man-
agement of grade 2 NIP, everolimus dose interruption may be
considered until symptoms improve to grade ≤ 1; everolimus
may be reinitiated at a lower dose (the suggested dose reduc-
tion is approximately 50% lower than the daily dose previ-
ously administered), but treatment should be discontinued
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if patients do not recover within 4 weeks. Everolimus dose
interruption is recommended for grade 3 NIP until symptoms
resolve to grade ≤ 1; reinitiating everolimus at a lower dose
may be considered, but treatment discontinuation should be

considered if NIP recurs at grade 3. Finally, everolimus
should be permanently discontinued in patients with grade 4
NIP. For grade 2–4 NIP, corticosteroid therapy may also be
considered if infection is ruled out.

Table 5. Everolimus dose adjustment and management recommendations in patients with noninfectious pneumonitis[26]
 

 

Everolimus-Associated Noninfectious Pneumonitis 

Severity Everolimus Dose Adjustment and Management Recommendations 

Grade 1 
Asymptomatic, 
radiographic findings only 

No dose adjustment required 
Initiate appropriate monitoring 

Grade 2 
Symptomatic, not 
interfering with ADL 

Consider dose interruption 
If infection ruled out, consider corticosteroid therapy until symptoms improve to grade ≤ 1 
Re-initiate everolimus at a lower dose* 
Discontinue if failure to recover within 4 wk 

Grade 3 
Symptomatic, interfering 
with ADL; oxygen 
indicated 

Dose interruption until symptoms resolve to grade ≤ 1 
If infection ruled out, consider corticosteroid therapy  
Consider re-initiating everolimus at a lower dose* 
If toxicity recurs at grade 3, consider discontinuation 

Grade 4 
Life-threatening, ventilator 
support indicated 

Discontinue everolimus 
If infection ruled out, consider corticosteroid therapy 

 Note. Abbreviations: ADL, activities of daily living; *If a dose reduction is required, the suggested dose is approximately 50% lower than the daily dose  
previously administered. 

 

Peddi and colleagues published a modified algorithm for the
management of mTOR inhibitor–associated NIP in breast
cancer (see Table 6).[4] Close clinical monitoring of patients
with suspected NIP is recommended, with strong consider-
ation of pulmonary function testing and/or repeat CT chest
scans to document resolution and/or improvement. The mod-
ified algorithm also graded NIP severity according to the
CTCAE, version 4.03, but divided grade 2 events into those
with mild to moderate or severe/significant symptoms (i.e.,
cough or dyspnea). mTOR inhibitor doses should be inter-
rupted or reduced for moderate to severe grade 2 NIP and
interrupted for grade 3 events; permanent discontinuation is
recommended for grade 4 NIP. Reinitiating mTOR inhibitor
therapy at a reduced dose should also be considered in pa-
tients with grade 2 or 3 NIP who have recovered to grade ≤ 1.
With regard to everolimus, the recommended dose reductions
are 5 mg daily, followed by 5 mg every other day. Given that
grade 4 NIP appears to be rare (i.e., there are no reported
cases in phase 3 data of patients with breast cancer), this
algorithm will allow the majority of patients with advanced
breast cancer who develop mTOR inhibitor–associated NIP
to continue their treatment with mTOR inhibitors, although
the risk of recurrent NIP is currently unknown.

Peddi and colleagues also recommended that patients con-
sult with a pulmonary specialist to perform bronchoscopy
and/or pulmonary function testing in patients with grade 3
or 4 NIP.[4] Consultation with a pulmonary specialist may
also be considered for patients with grade 2 NIP and signifi-

cant symptoms. With regard to corticosteroid therapy, oral
prednisone or intravenous methylprednisolone (for severe
cases) may be indicated once infection has been ruled out,
continued until symptoms have resolved, and followed by a
dose tapering.[4] This recommendation was based on find-
ings published in a review article by Albiges and colleagues
that discussed the use of corticosteroids to treat mTOR in-
hibitor–associated NIP in patients with RCC.[44] Albiges and
colleagues indicated that corticosteroids should be consid-
ered for grade 2 NIP and prescribed for grade 3 and 4 NIP
in the form of daily oral prednisolone 0.75 to 1 mg/kg once
infection has been ruled out.[44] Intravenous methylpred-
nisolone (2–5 mg/kg/day in two divided doses) may also
be required during the first few days in patients with severe
cases of NIP (grade ≥ 3).[44] Albiges and colleagues recom-
mended that corticosteroid therapy should be continued until
a response is achieved and then tapered according to symp-
tom resolution to grades 1 or 2.[44] Furthermore, temporary
concomitant corticosteroid therapy (≤ 0.5 mg/kg) may be
considered upon reinitiation of mTOR inhibitor therapy in
patients with grade 2 or grade 3 NIP. These recommendations
also appear to be suitable for implementation in the manage-
ment of mTOR inhibitor–associated NIP in the advanced
breast cancer setting.

In a review article, Jerusalem and colleagues recommended
the use of high-dose corticosteroid therapy (≥ 1 mg/kg/day
methylprednisolone) in symptomatic patients to achieve
rapid symptomatic improvement, and indicated that high-
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dose corticosteroid therapy should be continued for ≥ 4
weeks to prevent the rapid recurrence of NIP upon discontin-

uation of corticosteroids.[43]

Table 6. Proposed clinical algorithm for the management of mammalian target of rapamycin–associated noninfectious
pneumonitis[4]

 

 

Proposed Steps Involved in the Management of mTOR-Associated NIP 

 

Grading of Symptom Severity 

Grade 1 Grade 2 Grade 3 Grade 4 

Asymptomatic or 
incidental identifi- 
cation on imaging 

Mild to moderate 
symptoms (slight 
cough or dyspnea) 

Severe symptoms 
(severe cough or 
significant dyspnea) 

Symptoms interfering 
with patient ADL 

Life-threatening 
symptoms 

Step 1 

 Clinical monitoring 

 Continue full 
mTOR inhibitor 
dose with no dose 
adjustment 

 Chest CT 

 Consider mTOR 
inhibitor dose 
reduction if 
symptoms 
worsening 

 Chest CT 

 mTOR inhibitor dose 
reduction by 1 level or 
interruption of 
therapy if clinically 
significant 

 Chest CT 

 Consider hospitali- 

 zation, PFT, bron- 

 choscopy with BAL, 
and/or biopsy 

 Interruption of mTOR 
inhibitor therapy 

 Hospitalization 

 Bronchoscopy with 
BAL and/or biopsy, 
PFT, chest CT 

 Discontinue mTOR 
inhibitor therapy 

Step 2 N/A 
 Clinical monitoring 

 Repeat chest CT in 
4-8 wk 

 Consider 
corticosteroid therapy 
if not improving 

 Corticosteroid therapy if 
infection ruled out 

 Corticosteroid 
therapy if infection 
ruled out 

Step 3 N/A N/A 
 Repeat imaging in  

2-4 wk 

 Consider BAL, PFT 

 Restart mTOR inhibitor 
at a lower dose if 
resolves to grade ≤ 1 

 Consider repeat imaging 
before restarting therapy 

 Permanent mTOR 
inhibitor treatment 
discontinuation 

Step 4 N/A N/A 

Consider mTOR 
inhibitor dose 
re-escalation if resolves 
to grade ≤ 1 

N/A N/A 

 Note. Abbreviations: ADL, activities of daily living; BAL, bronchoalveolar lavage; CT, computed tomography; mTOR, mammalian target of 
rapamycin; N/A, not applicable; NIP, noninfectious pneumonitis; PFT, pulmonary function testing; wk, week(s). 

 

7. IMPLICATIONS FOR PRACTICE

The appropriate management of mTOR-associated AEs is
a crucial aspect of care for patients with breast cancer that
can help to maintain the efficacy of mTOR inhibitor ther-
apy, prevent a decreased patient quality of life, ensure ad-
herence to therapy, and control costs associated with these
issues.[13] Therefore, the early recognition and prompt man-
agement of AEs associated with mTOR inhibitor therapy
has the potential to improve overall patient outcomes.[13]

To date, everolimus is the only mTOR inhibitor approved
for the treatment of patients with nonsteroidal aromatase
inhibitor–resistant, HR-positive, advanced breast cancer. On-
cologists and nurses involved in the care of patients with
advanced breast cancer receiving everolimus must be aware
of the unique AE profile of everolimus and work together to
ensure that clinically relevant AEs are identified early and
appropriate management strategies are implemented to limit
the severity of toxicities, such as everolimus-associated NIP.

Oncology nurses can provide patients with breast cancer with

individualized support during their anticancer therapy, par-
ticularly with regard to the identification and management
of treatment-related AEs. To optimize treatment adherence
and patient outcomes, oncology nurses must also ensure that
patients are educated on the recognition of symptoms associ-
ated with NIP and encouraged to promptly report these symp-
toms.[38] A complete and thorough patient history should
be taken, and AEs that have been observed with the use
of any prior anticancer therapies and a history of any pul-
monary conditions should be recorded. Given the potential
for drug–drug interactions, a thorough review of concomitant
medications should also be performed.

Because everolimus is an orally administered medication,
patient management differs from that required with intra-
venously administered anticancer treatments. Healthcare
providers place more emphasis on education to increase pa-
tient awareness of potential everolimus-associated AEs, such
as NIP, in order to facilitate early recognition and prompt
reporting of the AE. Patients should also be educated on the
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importance of attending all follow-up visits, and nurses can
supply the patient with a calendar that lists follow-up visits
to help patients stay on track with their treatment.[38] Finally,
oncology nurses can maintain open communication with pa-
tients receiving everolimus by performing follow-up phone
calls, particularly during the first months of treatment. Dur-
ing these calls, nurses can help to distinguish symptoms that
can be self-managed from those that may require medical at-
tention, and can advise patients and families accordingly.[38]

8. CONCLUSION
Generally, patients tolerate mTOR inhibitors better than tra-
ditional chemotherapy, but these targeted therapies are as-
sociated with a unique AE profile of which clinicians and
nurses must be aware. Although rare, pulmonary toxicity has
been documented with targeted cancer therapies, and NIP

is considered to be a class effect of mTOR inhibitors. To
date, there is a lack of published clinical guidelines for the
management of mTOR inhibitor–associated NIP in advanced
breast cancer. Clinical trial algorithms, published clinical
data, and recommendations on mTOR inhibitor–associated
NIP in the RCC setting may serve as guidance for the man-
agement of mTOR inhibitor–associated NIP in advanced
breast cancer. However, specific guidelines must be estab-
lished in this clinical setting. These guidelines will provide
nurses with a solid foundation of knowledge on appropriate
management strategies for mTOR inhibitor–associated NIP
in patients with advanced breast cancer, thus ensuring that
therapeutic goals are achieved.
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