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ABSTRACT

An increasing number of newer targeted oncologic therapies approved for clinical use can cause drug-related
pneumonitis. Drug-related pneumonitis can be difficult to diagnose and requires a high index of suspicion. This
review serves as an update to a prior review in this journal about pneumonitis with precision oncology therapies.
In this review, we focus on the incidence, timing of onset, and imaging patterns of pneumonitis associated with a
number of newly approved precision oncologic agents, with a particular focus on new antibody-drug conjugate

therapies.
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INTRODUCTION

The expansion of targeted oncologic drug therapies has
led to substantial therapeutic advances for malignant dis-
ease. However, these treatments can result in significant
toxicities, including drug-related pneumonitis (DRP).!!
Although symptoms may be ameliorated with drug cessa-
tion, the potential risk for developing fatal pneumonitis
exists. DRP is difficult to diagnose and requires a high
index of clinical suspicion."! Often the diagnosis is gener-
ally one of exclusion, and therefore requires careful clinical
and radiologic evaluation, consideration of the tim-
ing of drug exposure in relation to symptom onset,
and exclusion of other causes of pulmonary impair-
ment (including infection). The diagnosis of DRP is
even more challenging given the emergence of newer
targeted oncologic therapies. As an update to our prior
review of DRP, this review highlights DRP in newly
approved precision oncologic therapies.*

CLINICAL EVALUATION

The diagnosis of DRP requires a high index of suspi-
cion because presentation can be subtle and nonspecific.
Concerning symptoms such as new or worsening

shortness of breath, cough, or pleurisy in the appropriate
clinical setting should prompt a computed tomography
(CT) scan of the chest. Consultation with a pulmonary
specialist may be helpful to evaluate for alternative diag-
nosis, including infection, thromboembolic disease, car-
diac dysfunction, or progression of malignant disease. In
select cases, bronchoscopy may be warranted.

LUNG INJURY PATTERNS ON IMAGING

Imaging plays a crucial role in the diagnosis of DRP.
The radiographic changes seen in DRP are reflective of
a number of potential insults, including cytotoxic
injury, oxidative stress, and immune-mediated effects.'!
Because DRP radiographically mimics patterns seen in
interstitial lung diseases (ILDs) in the general population,
the radiographic injury patterns are often described and
categorized similarly.””! Despite similarities in imaging
patterns, the clinical presentation, mechanisms of injury,
response to treatment, and long-term prognosis in DRP
differ.!

CT findings can vary substantially from case to case
(Fig. 1). Common findings include ground-glass or con-
solidative opacities in a bilateral or multilobar distribution
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Figure 1. Examples of different drug-related pneumonitis computed tomography imaging findings. A patient with metastatic lung cancer
treated with off-label use of fam-trastuzumab deruxtecan after two cycles (A) and after six cycles (B) with new peripheral infiltrates (arrow) and
pleural effusion (asterisk). A patient with metastatic breast cancer on treatment with exemestane and ribociclib with imaging prior to ribociclib
(C) and after 4 months (D). Bilateral diffuse ground glass changes noted (arrowheads) with hypoxic respiratory insufficiency.

with possible interlobular septal thickening. The most
common patterns seen on imaging in DRP include organiz-
ing pneumonia (OP), nonspecific interstitial pneumonia
(NSIP) pattern, hypersensitivity pneumonitis (HP), and
acute interstitial pneumonia pattern or acute respiratory
distress syndrome (ARDS)."**! These radiologic patterns do
not necessarily imply a similar clinical course, as compared
with when these patterns are seen with sporadic ILDs. A
combination of features from these radiographic injury
patterns can occur in a single case of DRP.>*! For example,
Delaunay and colleagues'® found that up to 10.9% of DRP
from immune checkpoint inhibitors had mixed radio-
graphic injury patterns. A lack of a distinctive radio-
graphic DRP pattern can also be observed in 15-35.9% of
patients.[®7]

CLASSIFICATION OF SEVERITY

The severity of drug-induced pneumonitis is classified
based on the National Cancer Institute Common Termi-
nology Criteria for Adverse Events (CTCAE) version 5
(Table 1).1#®°1 These classifications have significant
implications on how therapies are managed before and
after DRP resolves. For example, a severe pneumonitis may

preclude a drug rechallenge or even a dose reduction, but
a grade 1 or 2 pneumonitis may allow for continuation of
therapy after dose reduction or drug holiday. In general,
guidelines are lacking, in part due to the significant vari-
ability in the features of DRP seen with different targeted
oncologic therapies. Furthermore, the CTCAE categories
are broad. For example, a given patient may have grade 2
DRP whether they clinically have mild, almost impercepti-
ble symptoms or substantial dyspnea with activities of
daily living. Similarly, a given patient may have grade 3
DRP whether they have borderline hypoxemia on exertion
or have substantial hypoxemia at rest, but do not
require intensive care unit monitoring. As such, rec-
ommendations that are based on CTCAE grading may
be generally inclusive, and clinical decisions should be
made on a case-by-case basis as needed with a multidisci-
plinary approach.

SPECIFIC TARGETED ONCOLOGY THERAPIES

The following sections discuss the presentations of
DRP associated with specific targeted oncologic thera-
pies (Fig. 2).
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Table 1. Common Terminology Criteria for Adverse Events classification of drug-induced pneumonitis adverse events'®!

Grade Severity Clinical Findings

1 Asymptomatic Asymptomatic, only radiographic findings

2 Symptomatic Symptomatic, able to perform activities of daily living

3 Severe symptoms Symptomatic, unable to perform activities of daily living or requiring
oxygen supplementation

4 Life-threatening respiratory compromise Life-threatening or ventilator support required

5 Death related to adverse event

Antibody Drug Conjugates

Antibody drug conjugates (ADCs) combine the bene-
fits of a potent drug paired with a selective antibody
designed to bind a specific tumor antigen target.!'"!
Highly expressed tumor antigens are often selected to
direct on-target toxicity."” Pharmacologically, ADCs
are similar to prodrugs, requiring cell internalization
prior to the release of the cytotoxic drug payload.!]
The creation of ADCs and their early clinical effect have
resulted in a shift in the development of novel onco-
logic therapies.!'!!

In our prior review, we discussed two of the earliest US
Food and Drug Administration (FDA)-approved ADCs
still on the market: brentuximab vedotin, approved in
2011, and ado-trastuzumab emtansine, approved in
2013.”>" In the phase 3 AETHERA trial, brentuximab
vedotin showed significantly improved progression-free
survival compared with placebo treatment in relapsed or
primary refractory Hodgkin lymphoma.'*'3! Pneumoni-
tis secondary to brentuximab vedotin has been well
described in the literature, and occurrence rate is
2%.%15! However, when used in conjunction with bleo-
mycin-containing regimens, pneumonitis rates have
been reported in up to 44% of cases.!®!

Ado-trastuzumab emtansine was approved after the
phase 3 EMILIA trial showed improvement in progression-
free survival and overall survival in patients with HER2-
positive metastatic breast cancer.'”'8 Ado-trastuzumab
emtansine-induced pneumonitis occurred in 0.8-1.2% of
cases, and deaths due to DRP occurred in 0.1-0.2% of
cases.! 920

Within the last decade, several new ADCs have been
approved by the FDA for treatment of various oncologic
diseases.”! Below, we will discuss all current FDA-
approved ADCs that have been noted to cause DRP in
patients with solid cancers (including fam-trastuzumab
deruxtecan, sacituzumab govitecan, enfortumab vedo-
tin, tisotumab vedotin, mirvetuximab soravtansine,
and amivantamab-vmjw) and ADCs directed towards
hematologic malignancies (including loncastuximab
tesirine-lpyl and polatuzumab vedotin-piiq).

Fam-trastuzumab deruxtecan

Fam-trastuzumab deruxtecan was approved in 2022
to treat recurrent unresectable or metastatic HER2-posi-
tive breast cancer, unresectable or metastatic non-small
cell lung cancer (NSCLC) with HER2 mutations, and gas-
tric or gastroesophageal junction adenocarcinoma

previously treated with a trastuzumab-based regimen.*?!

A pooled analysis of phase 1 and 2 studies found that
DRP due to trastuzumab deruxtecan occurred in 15.4%
of treated participants.**! Pneumonitis occurred within
12 months for 87% of the patients, and the median
time of onset was 5.8 months after treatment initia-
tion.**! Identified factors associated with increased
pneumonitis risk included a drug dose of >6.4 mg/kg
every 3 weeks, oxygen saturation as measured by pulse
oximetry (SpO,) <95% at baseline, moderate to severe
renal impairment, lung comorbidities (not otherwise
defined), younger age, and Japanese descent./**! In the
phase 3 trials DESTINY-BreastO3 and DESTINY-Breast04,
pneumonitis occurred in 10.5% and 12.1% of patients
respectively.?*! In DESTINY-Breast03, 0.7% of patients
had a grade 3 event, with no grade 4 or 5 events.[*>! In
DESTINY-Breast04, 1.3% of patients had a grade 3 event,
and 0.8% of patients had a grade 5 event.!*®! Similar to
other DRP, reported radiologic patterns after DRP due to
trastuzumab deruxtecan can mimic OP, HP, or ARDS.?”!
Unlike immune checkpoint inhibitors, it is recom-
mended to permanently discontinue use in patients
who develop grade 2 or higher pneumonitis from tras-
tuzumab deruxtecan due to the risk for severe pneumo-
nitis.”*?! At grade 1 DRP, it is recommended for dru

interruption and consideration for steroid treatment.!*’
If DRP resolves to grade O, then drug rechallenge can be
considered.?”! Early identification of DRP secondary to
fam-trastuzumab deruxtecan is of high interest due to a
high risk of evolution to serious illness or fatality; addi-
tionally, early identification (at grade 1) can allow for
ongoing treatment with fam-trastuzumab deruxte-
can.!?®! Further work is needed to determine the safety
of restarting fam-trastuzumab deruxtecan with low-
grade DRP.

Interestingly, the risk for pneumonitis among trastu-
zumab-based ADCs may vary based upon the payload.
For example, we previously noted that ado-trastuzu-
mab-emtansine causes DRP in about 1% of treated
patients.””) Emerging data from trials of trastuzumab
duocarmazine, which currently does not have an FDA-
approved indication or treatment, suggest that DRP
occurs in about 8% of participants.'?! Both have com-
paratively lower rates of DRP than fam-trastuzumab der-
uxtecan. Because HER2 is ubiquitously expressed by
numerous lung cells, it is not surprising that trastuzu-
mab-based ADCs often result in DRP.1*Y However, the
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Figure 2. Rates of drug-related pneumonitis in multiple drug classes reported throughout literature. CDK: cyclin-dependent kinase; KRAS:
Kirsten rat sarcoma; PI3K: phosphatidylinositol 3-kinase; RET: rearrangement during transfection.

variable rate of DRP despite the common targeting
mechanism suggest that the mechanism of DRP may be
primarily driven by the payload and not the HER2 tar-
get, particularly because HER2 inhibition may actually
ameliorate lung inflammation in preclinical models."*"!
However, the primary underlying mechanism driving
DRP in ADCs is incompletely understood and further
work is needed to understand the mechanism of DRP
with trastuzumab-based ADCs. In particular, preclinical
models may be helpful to understand the specific effects
of the target (e.g., HER2) and the payload (e.g., deruxte-
can) on the risk for lung epithelial injury across several
different ADCs.

Sacituzumab govitecan

Sacituzumab govitecan was approved for use in recur-
rent unresectable locally advanced or metastatic triple
negative breast cancer and recurrent locally advanced
or metastatic urothelial cancer.®! This ADC targets
human trophoblast cell-surface antigen 2 (Trop-2),
which is expressed on a majority of breast cancers.*? In
the phase 3 ASCENT trial, one patient with previous
underlying lung comorbidities, including lung metasta-
ses and previous radiation-induced lung fibrosis, was
found to have grade 3 pneumonitis (0.4%).*?! No grade
1 or 2 pneumonitis events were noted.*?! Interestingly,
both govitecan and deruxtecan are topoisomerase I
inhibitors, and pneumonitis was commonly seen in

regimens involving the topoisomerase I inhibitor irino-
tecan, particularly in patients with preexisting ILD.!3!
However, perhaps because Trop-2 expression is limited
to alveolar epithelial cells and the primary function seems
to be to drive fetal lung growth,®¥ it is possible that the
degree of targeting toward normal lung tissues is much
lower than with HER-2 inhibitors. The lower rate of pneu-
monitis with sacituzumab govitecan highlights the com-
plex mechanisms that may underpin the risk for DRP.

Enfortumab vedotin

Enfortumab vedotin, approved for use in recurrent
locally advanced or metastatic urothelial cancer, is an
ADC directed towards the protein Nectin-4 combined
with the tubulin inhibitor vedotin.®*! In phase 2 and 3
trials (EV-201 and EV-301), pneumonitis occurred in
2.9% of patients with 0.8% grade 3-4.135-38 In cohort 2
of the multicenter phase 2 trial EV-201, 1 of 89 patients
had a grade 5 fatal pneumonitis, whereas none were
reported in EV-201 cohort 1.1*337] Median time of onset
from drug exposure was 2.7 months.*®! However, in a
subanalysis of the South Korean patient population
who participated in the EV-201 and EV-301 trials, the
incidence of pneumonitis was reported to be much
higher at 28.1%.*°! Most DRP events were grade 1 and
2, but 3.1% of patients had grade 3 pneumonitis and
3.1% had grade 5 fatal pneumonitis.*”) The most com-
mon imaging pattern was OP (66.7%), followed by
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NSIP (16.7%).1%° When combined with pembrolizu-
mab, incidence of pneumonitis occurred in 8.9% of
patients (3.3% grade 3 and 0.8% §rade 5 event) as
found in the phase 1 EV-103 trial.*®! The median time
of onset after combination exposure was 6 months. "
It is recommended to permanently discontinue use if a
> grade 3 pneumonitis adverse event occurs. ¢!

The experience with enfortumab vedotin highlights
two nuances. First, the higher incidence of DRP in
patients of Asian descent mirrors the observations from
patients treated with fam-trastuzumab-deruxtecan,?3!
immune checkpoint inhibitors,?**! and other targeted
oncologic therapies.*?! However, whether differences
in DRP by race are seen in all targeted oncologic thera-
pies and the specific mechanisms that may drive these
differences in DRP risk are unknown. Because race is a
social and not a biological construct, studying the risk of
DRP among groups with varying self-reported racial iden-
tities will be challenging, because racial identity is not a
perfect correlate of biology.*3! Second, the risk of DRP
may vary based upon the receipt and timing of other con-
current agents. As noted above, the risk of DRP with
enfortumab vedotin was notably higher when combined
with pembrolizumab. Similar observations have been
noted with osimertinib, in which the risk for DRP was
highest in those who underwent osimertinib therapy
within 3 months of immune checkpoint blockade. ¥

Tisotumab vedotin

Tisotumab vedotin, a microtubule-disrupting agent
linked to the cell-surface—expressed tissue factor, has an
FDA-approved indication to treat recurrent or meta-
static cervical cancer.*™ In pooled patient safety data
across phase 1 and 2 trials for patients treated with tiso-
tumab vedotin monotherapy for cervical cancer, 1.3%
of patients developed DRP, including one patient with a
grade 5 fatal event.*®! Phase 3 trials are ongoing. It is
recommended to permanently discontinue use if a >
grade 3 pneumonitis adverse event occurs.*°!

Mirvetuximab soravtansine

Mirvetuximab soravtansine is an ADC of a folate
receptor alpha-binding antibody combined with the
tubulin targeting agent DM4 and is indicated to treat
patients with recurrent FRa-positive epithelial ovarian,
fallopian tube, or primary peritoneal cancer.*’! In a
pooled patient population across pivotal phase 1 and 3
trials, pneumonitis from mirvetuximab occurred in
10% of patients, with 0.8% of patients developing grade
3 events and 0.2% of patients developing grade 4
events.[*®! In the phase 3 FORWARD 1 trial, pneumoni-
tis occurred in 2.9% of patients, with all events graded
1-3,11 In the phase 3 SORAYA study (NCT04296890)
10% of patients developed pneumonitis.!*®! Early stud-
ies using mirvetuximab soravtansine in combination
therapy appear to have similar pneumonitis rates. A
phase 1b study combining mirvetuximab and bevacizu-
mab found that 9% of patients had pneumonitis events,

which were all either grade 1 or 2.5/ A small phase 1
study using standard payload mirvetuximab soravtan-
sine combined with gemcitabine in FRa-positive endo-
metrial and breast cancer noted 2 pneumonitis events
out of 20 patients, one grade 2 and one grade 3
(10%).°" The mechanism of DRP with mirvetuximab
soravtansine is not known. It is recommended to per-
manently discontinue use if a > grade 3 pneumonitis
adverse event occurs.*8!

Amivantamab-vmjw

Amivantamab-vmjw is a bispecific epidermal growth
factor receptor (EGFR) and mesenchymal epithelial
transition (MET) receptor directed ADC indicated for treat-
ment in patients with disease progression in advanced
non-small cell lung cancer (NSCLC) with EGFR exon 20
insertion mutations.!®>* Based on the phase 1 dose-esca-
lation and dose-expansion CHRYSALIS study, pneumonitis
occurred in 3.3% of patients (0.7% grade 3 pneumoni-
tis) who received amivantamab-vmjw as a single
agent.®* One percent of patients had to permanently
discontinue amivantamab-vmjw due to a pneumonitis
adverse event.®* In the phase 3 PAPILLON trial, 2.6%
of patients who received amivantamab-vmjw in combi-
nation with chemotherapy (carboplatin-pemetrexed)
developed grade 3 pneumonitis and required perma-
nent discontinuation of therapy.®***! In the phase 3
MARIPOSA-2 study, 1.5% of patients receiving amivan-
tamab-chemotherapy combination developed a pneu-
monitis adverse event (0.77% > grade 3 pneumonitis)
and 2.7% of patients who received amivantamab-lazer-
tinib-chemotherapy combination developed a pneumo-
nitis adverse event (1.9% > grade 3 pneumonitis).'>>! It
is recommended to immediately hold amivantamab-
vmjw in patients with suspected pneumonitis and per-
manently discontinue if DRP is confirmed.%?!

Loncastuximab tesirine-lpyl

Loncastuximab tesirine-lpyl is an ADC linking anti-
CD19 antibody with a pyrrolobenzodiazepine dimer.®
It is indicated for use in patients with relapsed or refrac-
tory large B-cell lymphoma.”) In the multicenter open-
label phase 2 LOTIS-2 trial, one patient had a grade 3
pneumonitis event (0.69%).5¢! On the other hand,
infectious adverse events were more commonly seen, as
might be expected in participants with hematologic
malignancies. Distinguishing pneumonias from pneu-
monitis is challenging and requires a multidisciplinary
evaluation,'®® though newer tools may streamline
approaches.!?

Polatuzumab vedotin-piiq

Polatuzumab vedotin-piiq combines an anti-CD79b
and an antimitotic agent, MMAE.!®®! The multicenter
phase 3 POLARIX study compared polatuzumab vedo-
tin-piig and R-CHP (rituximab, cyclophosphamide,
doxorubicin, and prednisone) combination therapy to
R-CHOP in diffuse large B-cell lymphoma patients.
Based on this trial, drug-induced pneumonitis occurred
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in 1.7% of patients./®!] A phase 1/2 clinical trial showed
that when combined with rituximab, polatuzumab
vedotin-piiq caused pneumonitis in 4.4% of patients, !
again highlighting the effect of concurrent therapies on
rates of DRP with targeted oncologic therapies.

Kirsten Rat Sarcoma Inhibitors

Kirsten rat sarcoma viral oncogene homologue (KRAS)
is a common oncogene associated with a number of can-
cers, including NSCLC, pancreatic cancer, and colorectal
cancer.!® KRAS activates multiple downstream path-
ways includin§ major pathways RAF-MEK-ERK and PI3K-
AKT-mTOR.?l Two KRAS inhibitors have been FDA
approved for use in KRAS-mutated locally advanced or
metastatic NSCLC who have received at least one prior
systemic therapy: sotorasib in 2021 and adagrasib in
2022.1364 In pooled patient safety data, pneumonitis
occurred in 0.8% and 4.1% of patients in sotorasib and
adagrasib respectively.[**¢* All sotorasib-induced pneu-
monitis events were grade 3—4 at onset, with one fatal
event.[®*%%! The median time to pneumonitis onset after
drug exposure was 2 weeks.®*! Comparatively, 1.4% of
adagrasib-induced pneumonitis events were grade 3 or 4,
with one fatal case./®*®®! Median time to DRP was 12
weeks after drug exposure in adagrasib./® The signifi-
cant difference in time to DRP onset between the two
KRAS inhibitors suggests that the mechanism of DRP
may be independent of the target of inhibition (KRAS),
but possibly due to differences in immunogenicity
between the two agents. Drug therapy had to be discon-
tinued in 0.6% to 0.8% of patients taking sotorasib and
adagrasib respectively secondary to adverse pneumonitis
events.[°*®4 Tt is recommended to stop KRAS inhibitor
therapy if pneumonitis is confirmed at any stage.[63¢4

Phosphatidylinositol 3-Kinase Inhibitors

The phosphatidylinositol 3-kinase (PI3K) pathway is
vital for regulation of cell survival and proliferation.®”]
Excess activation of this pathway is considered to be a
hallmark of many different cancers.!®”! Several PI3K
medications have been approved by the FDA, including
idelalisib, duvelisib, copanlisib, and alpelisib. Umbrali-
sib received accelerated approval from the FDA but was
subsequently withdrawn and removed from the U.S.
market. 686

Idelalisib

Idelalisib is a PI3Kd inhibitor approved for use in
relapsed chronic lymphocytic leukemia (CLL) in combi-
nation with rituximab.!**7% Idelalisib carries an FDA
black box warning for pneumonitis.”””! Across random-
ized clinical trials for CLL patients, idelalisib given with
rituximab resulted in a rate of severe or fatal pneumoni-
tis in 4% of patients.l”!! Three fatalities were attributed
to DRP due to idelalisib (<0.5%).”" In a phase 2 trial
studying idelalisib in indolent non-Hodgkin lym-
phoma, drug discontinuation was required in 2% of
patients due to severe pneumonitis adverse effects.”?!

Time from drug exposure to DRP ranged from <1
month to 15 months.””! CT imaging findings consis-
tent with HP and OP patterns have been reported.”?!
The mechanism of action of DRP with idelalisib is
unclear, though some have theorized that idelalisib
preferentially inhibits T-regulatory cells, leading to a
rise in effector T cells, which may induce injury to
healthy organs.’*751 Although other rituximab-con-
taining regimens are not associated with a high rate of
DRP, it is possible that the two agents synergistically
increase the rate of DRP.[”3! Such a synergy was seen in a
phase 2 study of idelalisib given with the Syk inhibitor
entospletinib, in which grade 3 or higher DRP occurred
in 17% of patients, five of whom required mechanical
ventilation and two of whom later died.”®””! Because
the clinical presentations of pneumonia and pneumoni-
tis can be similar and pneumonia is a common complica-
tion of hematologic malignancy, a thorough evaluation
for opportunistic infection is necessary before initiating
treatment. It is recommended to interrupt idelalisib if
pneumonitis is suspected until the cause is determined
and to discontinue idelalisib at any grade of symptom-
atic pneumonitis./”!!

Duvelisib

Duvelisib is a dual PI3K$ and PI3Ky inhibitor that is
approved for use in patients with relapsed or refractory
CLL and small lymphocPitic lymphoma (SLL) after at
least two prior therapies.'®””8 Duvelisib also carries an
FDA black box warning for pneumonitis due to serious,
including fatal, pneumonitis adverse events occurring in
5% of patients./”®! Fatal pneumonitis occurred in <1% of
patients.”® On average the median time to pneumonitis
event after drug exposure was 4 months.”®! In two phase 1
duvelisib trials, pneumonitis was reported in 4-9% of
patients with no dose-dependent relationship.”*%°! In the
phase 3 DUO trial, pneumonitis occurred in 3% of CLL
and SLL patients with 2% of patients requiring discontinu-
ation of therapy due to adverse pneumonitis effects.’®! As
with idelalisib, the exact mechanism of toxicity is unclear.

Copanlisib

Copanlisib is a pan-class I PI3K inhibitor approved
for use in patients with follicular lymphoma who have
received at least two prior systemic therapies.!®%:8%!
Across pooled patient safety data, pneumonitis occurs
in about 5% of patients treated with copanlisib mono-
therapy.’®?! In the 2-year follow-up analysis of the phase
2 CHRONOS-1 study, pneumonitis occurred in 6.3% of
patients, with 1.4% having a grade 3 event.®¥ In the
phase 3 CHRONOS-3 trial, copanlisib in combination
with rituximab resulted in pneumonitis in 7% of
patients with 2.9% > grade 3 and one death (<1%).84
Discontinuation of copanlisib was required in 6% of
patients due to adverse pneumonitis events.®¥ It is not
clear whether the difference in DRP incidence between
copanlisib and idelalisib is due to a difference in the PI3K
isoforms that are inhibited, or whether it is a difference
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in immunogenicity of the drug itself. It is recommended
to permanently discontinue therapy if grade 2 reoccurs
or if > grade 3 pneumonitis adverse event occurs.®?!

Alpelisib

Alpelisib is a selective PI3Ka inhibitor approved for
use in HR+/HER2—, PIK3CA-mutated advanced or met-
astatic breast cancer.®*3%! In pooled patient safety data,
pneumonitis occurred in 1.8% of patients.[®> In a phase
3 trial, 1.4% of HR+/HER2— breast cancer patients
developed a serious adverse pneumonitis event requir-
ing discontinuation of therapy.l”?! It is recommended
to permanently discontinue therapy in all patients with
confirmed pneumonitis.®

Cyclin-Dependent Kinase 4 and 6 Inhibitors
Cyclin-dependent kinase 4 and 6 (CDK4/6) inhibitors
prevent progression of cell cycle division by acting at
the G;-to-S cell cycle checkpoint.!®®! Currently three
CDK4/6 inhibitors are approved for use in HR+/HER2—
advanced or metastatic breast cancer in combination
with endocrine therapy: palbociclib, ribociclib, and abe-
maciclib.®® Currently, abemaciclib is the only CDK4/6
inhibitor approved for adjuvant setting in early breast can-
cer at high risk of recurrence.® Abemaciclib is preferred
for patients with breast cancer that has primary endocrine
resistance compared with ribociclib or palbociclib.®®!
Across phase 2 and 3 clinical trials, pneumonitis
occurred in 1.0% (0.1% of grade 3-4 and no grade 5
events) in patients treated with palbociclib and endo-
crine combination therapy.’®” Across phase 3 trials, ribo-
ciclib in combination with endocrine therapy resulted in
pneumonitis at 1.6% (0.4% grade 3-4 and 0.1% fatal
adverse events).”®! Pneumonitis occurred in 3.3% of
patients (0.6% grade 3-4 and 0.4% fatal adverse events)
treated with abemaciclib for advanced or metastatic
breast cancer across phase 2 and 3 trials.[®!! It is notable,
however, that in the phase 3 trials abemaciclib was used
in combination with endocrine therapy but in the
phase 2 trial abemaciclib was used as monotherapy. %!
In the phase 3 monarchE trial, 3% of early high-risk
breast cancer patients treated with abemaciclib and
endocrine therapy developed an adverse pneumonitis
event (0.4% grade 3-4 and 0.1% fatal events).’!*?! In
postmarketing analysis, CKD4/6-induced pneumonitis
in breast cancer patients occurred at 2.1% for abemaci-
clib and 0.3% for both ribociclib and palbociclib.”3!
Most cases occurred in Asia and in patients >635 years of
age. Death occurred in 29% of pneumonitis cases. The
median timing between drug exposure and DRP ranged
from 50 to 250 days depending on the specific CDK4/6
drug.®3 In case reports, CDK4/6-induced pneumonitis
generally appeared on CT imaging as bilateral ground
glass opacities, but no specific pattern was associ-
ated.'”* In a pooled meta-analysis of phase 2 or 3 trials
involving over 16,000 patients with breast cancer ran-
domized to either CDK4/6 inhibitors or placebo, the
overall incidence of DRP in all CDK4/6 inhibitors was

1.6%, compared with 0.7% in the placebo arms.*"!
CDK4/6 inhibitors were associated with a twofold
increase in any-grade DRP and a threefold increase in >
grade 3 DRP compared with placebo treatment.!”>! The
mechanism of action of DRP due to CDK4/6 inhibitors
is unclear, but it is suspected that drugs in this class
may induce cellular senescence and increase tissue
inflammation.”® Abemaciclib, in particular, may be
associated with higher rates of DRP due to lower speci-
ficity for CDK4/6 and a broader inhibition of other
CDKs.”! In general, it is recommended to discontinue
therapy in recurrent grade 2 symptomatic or > grade 3
pneumonitis.[gg‘gl] Converting treatment from abema-
ciclib to one with less risk of pneumonitis may be a clin-
ical consideration but may also enhance permissive
toxicity; thus, alternating to another agent in the same
class would be deferred to the oncology team to discern
on a case-by-case basis.

Trilaciclib

Trilaciclib is a CDK4/6 inhibitor approved for use
prior to specific chemotherapy regimens in small cell
lung cancer to help reduce chemotherapy-induced mye-
losuppression.®® In clinical trials to date, there has been
1 patient with an adverse pneumonitis event (0.4%).°®!
No specific CT imaging pattern has been associated with
trilaciclib-induced pneumonitis.

Selective Rearrangement During
Transfection Tyrosine Kinase Inhibitors

Rearrangement during transfection (RET) fusion
mutations are present in 1-2% of NSCLC and 10-20%
of thyroid cancers, resulting in downstream cell prolif-
eration.?1% This makes them an interesting target for
oncologic therapy. Within the last 5 years, two selective
RET inhibitors have been approved for use based on
early trials: pralsetinib and selpercatinib. Based on the
phase 1/2 ARROW trial, 12% of patients with RET-
fusion-positive NSCLC treated with pralsetinib mono-
therapy developed DRP (3.3% grade 3-4 and 0.2% fatal
event),!'°1192 and 2.5% of patients had to discontinue
therapy as a result of a pneumonitis complication.%!
Based on the phase 1/2 LIBRETTO-001 trial, 1.8% of
patients treated with selpercatinib monotherapy devel-
oped DRP (0.3% grade 3-4 and 0.3% fatal event).[!0%105]
No specific radiologic patterns have been associated
with pneumonitis secondary to specific RET inhibitors.
The mechanism of action of RET inhibitor-induced
DRP is not clear. Phase 3 trials are ongoing. It is recom-
mended to discontinue therapy in recurrent grade 2
symptomatic or > grade 3 pneumonitis adverse events
secondary to selective RET inhibitors.!101:194!

AREAS OF UNCERTAINTY

In cancers with targetable driver mutations, targeted
therapies are preferably used over conventional chemo-
therapy or other nontargeted therapies, and therefore
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DRP related to targeted therapies poses a significant
challenge because this may exclude certain therapies
permanently in individuals. Several key questions
remain unanswered. First, it is not clear when it is safe
to reintroduce targeted therapies in low-grade DRP. Sec-
ond, the optimal management of high-grade DRP is
unclear because there are no prospective data to suggest
that more intense immunosuppression or longer periods
of immunosuppression may be beneficial in treating
DRP. Third, it is not clear whether DRP related to a given
agent increases the likelihood of DRP with an agent in
the same therapeutic class, in part because it is not
clearly defined whether DRP is due to the mechanism of
action of certain drugs or rather a hypersensitivity reac-
tion to the drug itself. These questions can be answered
only with well-conducted prospective clinical trials, but
are crucial to the understanding of optimal management
of DRP.

CONCLUSION

An increasing number of targeted oncologic therapies
are used in clinical practice and many of these are associ-
ated with DRP. DRP may range from mild to potentially
severe and life-threatening respiratory complications. Cli-
nicians should have a high index of suspicion in select
patients on these novel agents with evidence of new pul-
monary impairment. A multidisciplinary approach is cru-
cial, and pulmonary subspecialists can aid in prompt
diagnostic evaluation and initiation of therapies after
exclusion of other disease processes. Further investigation
into the mechanisms of action for targeted oncologic
therapies that induce DRP is needed and likely will con-
tinue to evolve, and results from ongoing and upcoming
trials will need to be integrated to improve current thera-
peutic algorithms.
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