NEW REAL-WORLD EFFECTIVENESS DATA

GILOTRIF: The only oral, chemo-free option for the
treatment of squamous mNSCLC with real-world
effectiveness and safety data following progression after
immunotherapy (IO) and platinum-based chemotherapy1
The objectives of this real-world study were to determine
time on second-line (2L) afatinib treatment for patients who
progressed on first-line (1L) IO plus chemotherapy and
incidence of severe immune-related adverse events (irAEs).
Time on treatment was defined as time from start to end of
2L treatment on afatinib; severe irAEs were defined as
Grade 3/4 adverse events.1

Please note that this study is real-world
data, not the results of a randomized
clinical trial and is provided for
informational purposes, not to be the
basis of treatment decision. Treatment
decisions should be based on clinical
experience and Prescribing Information.

Time on treatment from initiation
of second-line therapy1
Afatinib

Chemotherapy*

7.3

4.2

MONTHS

MONTHS

(N=99; 95% CI, 5.2 – 8.1)

(N=101; 95% CI, 3.9 – 4.9)

The study was not powered to compare characteristics or
outcomes between the 2L afatinib and 2L chemotherapy cohorts.
*Docetaxel=3.9 mo. (n=21; 95% CI, 2.9 – N/A), Docetaxel/
ramucirumab=5.2 mo. (n=34; 95% CI, 3.4 – N/A), Any gemcitabinebased regimen=4.8 mo. (n=33; 95% CI, 3.2 – 5.6)

INDICATIONS AND USAGE
GILOTRIF is indicated for the first-line
treatment of patients with metastatic non-small
cell lung cancer (NSCLC) whose tumors have
non-resistant epidermal growth factor receptor
(EGFR) mutations as detected by an FDAapproved test.
Limitations of Use: Safety and efficacy of
GILOTRIF have not been established in patients
whose tumors have resistant EGFR mutations.
GILOTRIF is indicated for the treatment of
patients with metastatic squamous NSCLC
progressing after platinum-based
chemotherapy.

Study Design: Physicians retrospectively abstracted
data from medical records of adult patients (n=200) with
advanced/metastatic NSCLC of squamous or mixed
histology who had received 1L treatment with
pembrolizumab plus platinum-based chemotherapy,
followed by 2L afatinib (n=99) or chemotherapy (n=101).
Limitations: The main limitation of this study was its
retrospective nature and potential for selection bias. The other
main limitation was a lack of a comparator arm, which limits
interpretations of the results.
This was a retrospective chart review and may therefore include
significant biases. Source EMR data were not reviewed by the
study research team; all data were abstracted by the trained
physician personally managing the patient. Providers volunteered
to participate and selected patients meeting criteria; no data are
available to describe non-participating providers or non-selected
patients. Censoring (54% of afatinib-treated/41% of non-afatinib
treated still receiving 2L at data collection) may bias results.

IMPORTANT SAFETY INFORMATION FOR GILOTRIF® (afatinib)
TABLETS
WARNINGS AND PRECAUTIONS
Diarrhea
•	GILOTRIF can cause diarrhea which may be severe and can result in dehydration
with or without renal impairment. In clinical studies, some of these cases were fatal.
•	For patients who develop Grade 2 diarrhea lasting more than 48 hours or Grade 3
or greater diarrhea, withhold GILOTRIF until diarrhea resolves to Grade 1 or less,
and then resume at a reduced dose.
•	
Provide patients with an anti-diarrheal agent (e.g., loperamide) for
self-administration at the onset of diarrhea and
instruct patients to continue anti-diarrheal
until loose stools cease for 12 hours.

Please see additional Important Safety Information continued on the following pages
and full Prescribing Information, including Patient Information.

GILOTRIF® (afatinib) tablets: Significant improvement in PFS and OS
vs erlotinib in LUX-Lung 82
Median PFS and median OS in LUX-Lung 82,3
GILOTRIF

2.4

MONTHS

VS

erlotinib

GILOTRIF

1.9

7.9

MONTHS

Median PFS

HR, 0.82 (95% CI, 0.68-0.99)
P=0.0427

MONTHS

erlotinib

VS

6.8

MONTHS

Median OS

HR, 0.81 (95% CI, 0.69-0.95)
P=0.0077

Study Design: Randomized, multicenter, open-label phase III trial that assessed the safety and efficacy of GILOTRIF
40 mg orally once daily (n=398) vs erlotinib 150 mg once daily (n=397) in patients with metastatic squamous NSCLC with
disease progression following ≥4 cycles of platinum based chemotherapy. Primary endpoint was PFS; key secondary
endpoint was OS.2,3

IMPORTANT SAFETY INFORMATION FOR GILOTRIF® (afatinib) TABLETS
WARNINGS AND PRECAUTIONS (CONT’D)
Bullous and Exfoliative Skin Disorders
•	GILOTRIF can result in cutaneous reactions consisting of rash, erythema, and acneiform rash. In addition, palmar-plantar
erythrodysesthesia syndrome was observed in clinical trials in patients taking GILOTRIF.
•	Discontinue GILOTRIF in patients who develop life-threatening bullous, blistering, or exfoliating skin lesions. For patients
who develop Grade 2 cutaneous adverse reactions lasting more than 7 days, intolerable Grade 2, or Grade 3 cutaneous
reactions, withhold GILOTRIF. When the adverse reaction resolves to Grade 1 or less, resume GILOTRIF with appropriate
dose reduction.
•	Postmarketing cases of toxic epidermal necrolysis (TEN) and Stevens Johnson syndrome (SJS) have been reported in
patients receiving GILOTRIF. Discontinue GILOTRIF if TEN or SJS is suspected.
Interstitial Lung Disease
•	Interstitial Lung Disease (ILD) or ILD-like adverse reactions (e.g., lung infiltration, pneumonitis, acute respiratory distress
syndrome, or alveolitis allergic) occurred in patients receiving GILOTRIF in clinical trials. In some cases, ILD was fatal. The
incidence of ILD appeared to be higher in Asian patients as compared to white patients.
•	Withhold GILOTRIF during evaluation of patients with suspected ILD, and discontinue GILOTRIF in patients with
confirmed ILD.
Hepatic Toxicity
•	Hepatic toxicity as evidenced by liver function tests abnormalities has been observed in patients taking GILOTRIF. In 4257
patients who received GILOTRIF across clinical trials, 9.7% had liver test abnormalities, of which 0.2% were fatal.
•	Obtain periodic liver testing in patients during treatment with GILOTRIF. Withhold GILOTRIF in patients who develop
worsening of liver function. Discontinue treatment in patients who develop severe hepatic impairment while taking
GILOTRIF.

IMPORTANT SAFETY INFORMATION FOR GILOTRIF® (afatinib) TABLETS
WARNINGS AND PRECAUTIONS (CONT’D)
Gastrointestinal Perforation
•	Gastrointestinal (GI) perforation, including fatal cases, has occurred with GILOTRIF. GI perforation has been reported in
0.2% of patients treated with GILOTRIF among 3213 patients across 17 randomized controlled clinical trials.
•	Patients receiving concomitant corticosteroids, nonsteroidal anti-inflammatory drugs (NSAIDs), or anti-angiogenic agents,
or patients with increasing age or who have an underlying history of GI ulceration, underlying diverticular disease, or
bowel metastases may be at an increased risk of perforation.
•	Permanently discontinue GILOTRIF in patients who develop GI perforation.
Keratitis
•	Keratitis has been reported in patients taking GILOTRIF.
•	Withhold GILOTRIF during evaluation of patients with suspected keratitis. If diagnosis of ulcerative keratitis is confirmed,
interrupt or discontinue GILOTRIF. If keratitis is diagnosed, the benefits and risks of continuing treatment should be
carefully considered. GILOTRIF should be used with caution in patients with a history of keratitis, ulcerative keratitis, or
severe dry eye. Contact lens use is also a risk factor for keratitis and ulceration.
Embryo-Fetal Toxicity
•	GILOTRIF can cause fetal harm when administered to a pregnant woman. Advise pregnant women and females of
reproductive potential of the potential risk to a fetus.
•	Advise females of reproductive potential to use effective contraception during treatment, and for at least 2 weeks
after the last dose of GILOTRIF. Advise female patients to contact their healthcare provider with a known or suspected
pregnancy.
ADVERSE REACTIONS
Adverse Reactions observed in clinical trials were as follows:
First-line treatment of EGFR mutation-positive, metastatic NSCLC
•	In GILOTRIF-treated patients (n=229) the most common adverse reactions (≥20% all grades & vs pemetrexed/cisplatintreated patients (n=111)) were diarrhea (96% vs 23%), rash/acneiform dermatitis (90% vs 11%), stomatitis (71% vs 15%),
paronychia (58% vs 0%), dry skin (31% vs 2%) and pruritus (21% vs 1%). Other clinically important adverse reactions
observed in patients treated with GILOTRIF include: decreased appetite (29%), nausea (25%), and vomiting (23%).
•	Serious adverse reactions were reported in 29% of patients treated with GILOTRIF. The most frequent serious adverse
reactions reported in patients treated with GILOTRIF were diarrhea (6.6%); vomiting (4.8%); and dyspnea, fatigue, and
hypokalemia (1.7% each). Fatal adverse reactions in GILOTRIF-treated patients included pulmonary toxicity/ILD-like
adverse reactions (1.3%), sepsis (0.43%), and pneumonia (0.43%).
•	More GILOTRIF-treated patients (2.2%) experienced ventricular dysfunction (defined as diastolic dysfunction, left
ventricular dysfunction, or ventricular dilation; all < Grade 3) compared to chemotherapy-treated patients (0.9%).
Previously Treated, Metastatic Squamous NSCLC
•	In GILOTRIF-treated patients (n=392) the most common adverse reactions (≥20% all grades & vs erlotinib-treated patients
(n=395)) were diarrhea (75% vs 41%), rash/acneiform dermatitis (70% vs 70%), stomatitis (30% vs 11%), decreased appetite
(25% vs 26%), and nausea (21% vs 16%).
•	Serious adverse reactions were reported in 44% of patients treated with GILOTRIF. The most frequent serious adverse
reactions reported in patients treated with GILOTRIF were pneumonia (6.6%), diarrhea (4.6%), and dehydration and
dyspnea (3.1% each). Fatal adverse reactions in GILOTRIF-treated patients included ILD (0.5%), pneumonia (0.3%),
respiratory failure (0.3%), acute renal failure (0.3%), and general physical health deterioration (0.3%).
DRUG INTERACTIONS
Effect of P-glycoprotein (P-gp) Inhibitors and Inducers
•	Concomitant use of P-gp inhibitors (including but not limited to ritonavir, cyclosporine A, ketoconazole, itraconazole,
erythromycin, verapamil, quinidine, tacrolimus, nelfinavir, saquinavir, and amiodarone) with GILOTRIF can increase
exposure to afatinib.
•	Concomitant use of P-gp inducers (including but not limited to rifampicin, carbamazepine, phenytoin, phenobarbital, and
St. John’s wort) with GILOTRIF can decrease exposure to afatinib.

Please see additional Important Safety Information continued on the back side and
full Prescribing Information, including Patient Information.

Real-world data demonstrated the tolerability and effectiveness
profile of 2L GILOTRIF in patients with mNSCLC who received
1L immunotherapy plus platinum-based chemotherapy1
Adverse drug reactions during 2L afatinib therapy1
Immune-related adverse events

Other ADR (≥5%), n (%), 2L afatinib (n=99)

6 patients had Grade 3/4 immune-related adverse
events (irAEs included colitis, hepatitis, and
pneumonitis) during 2L afatinib treatment; all 6
patients previously had a Grade 3/4 irAE during
1L therapy.3

Any ADR

37 (37%)

Diarrhea*

26 (26%)

Skin rash

6 (6%)

Stomatitis

5 (5%)

Fatigue

5 (5%)

*The most common adverse drug reaction in the 2L afatinib cohort was diarrhea

No biomarker testing required2,3

2L=second-line; 1L=first-line; ADR=adverse drug reactions

IMPORTANT SAFETY INFORMATION FOR GILOTRIF® (afatinib) TABLETS
USE IN SPECIFIC POPULATIONS
Lactation
•	Because of the potential for serious adverse reactions in breastfed infants from GILOTRIF, advise women not to
breastfeed during treatment with GILOTRIF and for 2 weeks after the final dose.
Females and Males of Reproductive Potential
•	GILOTRIF may reduce fertility in females and males of reproductive potential. It is not known if the effects on fertility are
reversible.
Renal Impairment
•	Patients with severe renal impairment (estimated glomerular filtration rate [eGFR] 15 to 29 mL/min/1.73 m2) have a higher
exposure to afatinib than patients with normal renal function. Administer GILOTRIF at a starting dose of 30 mg once daily in
patients with severe renal impairment. GILOTRIF has not been studied in patients with eGFR <15 mL/min/1.73 m2 or who are
on dialysis.
Hepatic Impairment
•	GILOTRIF has not been studied in patients with severe (Child Pugh C) hepatic impairment. Closely monitor patients with
severe hepatic impairment and adjust GILOTRIF dose if not tolerated.
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