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ABSTRACT —— Background. After the approval of the first-generation anaplastic lymphoma kinase (ALK) inhibi-
tor crizotinib and the second-generation agents alectinib and ceritinib, the third-generation agent lorlatinib was
approved in Japan in 2018 as a molecular-targeted drug for ALK fusion gene-positive non-small-cell lung cancer
(NSCLC). We herein report an elderly patient with ALK fusion gene-positive NSCLC who experienced adverse
events during second-line lorlatinib treatment and was successfully treated with reduced-dose (50 mg/day) lorla-
tinib every other day. Case. An 82-year-old Japanese man was diagnosed with adenocarcinoma of the lung
(pT2aN2MO stage IITA), and 5 years after left total pneumonectomy, he showed recurrence with multiple lymph
node metastases, multiple bone metastases, and pleural dissemination. He was positive for the ALK fusion gene
and started treatment with alectinib as the first-line therapy but relapsed 3 years and 6 months later. We adminis-
tered lorlatinib (100 mg/day) as second-line therapy. Due to the development of visual hallucinations, this treat-
ment was discontinued. After the improvement of the hallucinations, we restarted treatment with the dose of lor-
latinib reduced to 50 mg/day. The visual hallucinations recurred, and lorlatinib was stopped again. After the hal-
lucinations improved, we initiated alternate-day treatment with 50 mg/day lorlatinib. The antitumor effect has
been maintained for over 12 months with no hallucinations. Conclusion. For patients with uncontrollable visual
hallucinations as an adverse event during lorlatinib treatment, alternate-day treatment with 50 mg/day lorlatinib
may be effective.
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Table 1. Laboratory Findings on Admission
Hl Hematology M Biochemistry M Serology
WBC 7300/l TP 7.2 mg/dl CRP 0.05 mg/dl
Baso 0.6% Alb 4.1 mg/dl KL-6 314 U/ml
Eosin 0.8% Na 141 mg/dl
Neut 63.3% K 41 U/1 M Tumor marker
Lymp 28.7% BUN 30.1 U/1 CEA 13.3 ng/ml
Mono 6.6% Cre 131 U/1 SCC 1.2 ng/ml
RBC 298 x 104/l Cer 29 ml/min CYFRA 2.6 ng/ml
Hb 9.6 g/dl T-Bil 1.3 U/1
Plt 29.2 x10%/ul AST 23 U/1
ALT 13 g/dl
LDH 105 g/dl
¥GTP 8 mmol/!
ALP 329 mmol/!

Figure 1. A chest radiograph obtained on admis-
sion showing post-total left pneumonectomy find-
ings.
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Figure 2. (A) Chest CT showing a nodular lesion (27 X 15 mm) (white arrow) in the left lung before surgery.
(B) Fluorodeoxyglucose-positron emission tomography (FDG-PET)/CT showing an abnormal accumulation in

the left lung shadow (white arrow). (C, D) Chest CT on admission showing multiple new small nodular lesions

(white arrows).

068 L EfETH 5 Z &%, HHEMEERIFE~DOH RIS
DA% % B, PHRMBEEIROEK E 25 L E 2 6,
BT ARG T S LTI RSE IR 2 L & L 7oA S
DA —=T A NPEETHDL.8

RIBDFEFIRICBIT BTV T F =TI X BiEHIE, &K
A OERVEB &L V4 % Wat L7z E B3 E 48 /10 AH
AR (B7461001 5% OIBERIFEHEETHIFICIL S E EO 5
N7=BAEFZRITT RS, R ILHEL S E I THEME S
NG 7 PRARERE S I} L ClE, Grade 1 56, [F—
JHETH Gk, F/2ER—R5 4 YIChE$ 5% F Tk
LA —HE 7213 1 BB L, Grade 2~3 D35
&, Grade 1 BLFICIHIfE$ 5 F TRSEL 1 BB L T
T, Grade 4 o6, &G TIEHEIR STV 5. BlE
LB, BEHRGE 100mg/HDE 25— RET 75
mg/H, Z“RFET50mg/HEF %2 &, 50 mg/H TRE
TP ON VGGG ZHIET 5223w
5.

TV T F = 7 OHEEAA R A EEEE X 150 ng/ml T dH
0, PRI L TR ST —2idewdon,
ERGDIM BRI G- 5 % 2 & CTHEETRE & % B E
BISZ N &5, MR AL A FHLORER
WHEES LA TR EZEZONTWS. ULV TF =T idE
WIS BT % CYP3A, UGT1A4 4 L7z ks L O°
svrzaryesETc#Ens avsF=7% 100 mg
WP G- L7286, 5% 288 IREf T 40.9% (3 IHITH~
BRI S 4L, 47.7% ZRPICHRIES S .9 L7zds-> T, i
FRAER B RAE UV T F = T OIMPREICEG L Twb
L% 2z 51 5. National Cancer Institute-Organ Dysfunc-
tion Working Group (NCI-ODWG) :#:CTHFEEREIEH b
LIFBEZEDOIRREE AT 2H BT L7 5=
TOHGESZ ) T T ¥ A, HEEEG B X ORGSR
EBICHRNICEROD LB ITE LW LRSS
NTWB2%, HEED FOFKEEEL AT 2 B8 TO
SEMEIREIZ R IZENG S LT W72\, F 72, Kidney Disease

Japanese Journal of Lung Cancer—Vol 61, No 4, Aug 20, 2021—www.haigan.gr.jp 339



Low-dose Alternate-day Lorlatinib Treatment: Elderly ALK-positive NSCLC Patient—Hirose et al

days

| 600 mg/day |100mg/day OoOoooooodon
Alectinib Lorlatinib Lorlatinib Lorlatinib 50 mg/day

Adverseevents pgy3 5 67 69

Hallucinations Grade 2

Delirium

CEA (ng/ml)

16.8

15 13.3

10

5.0

1.7

Figure 3. The patient’s clinical course. After lorlatinib (100 mg/day) was initiated as the
second-line therapy, it was discontinued because of visual hallucinations and delirium on day 3.
After the improvement of the visual hallucination, we reduced the dose of lorlatinib to 50 mg/
day and restarted administration on day 66. However, the visual hallucinations recurred on day
67, so we discontinued the lorlatinib. After the improvement of the hallucinations, we started
alternate-day treatment with 50 mg/day lorlatinib. Since then, the antitumor effect has been
maintained for over 12 months without visual hallucinations.

Figure 4. (A) Chest CT before lorlatinib treatment showing multiple small nodular lesions (white arrows). (B) Chest
CT at 12 months after the alternate-day 50 mg/day lorlatinib was initiated, showing shrinkage of the multiple nodular
lesions.
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