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MR HE
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51 REIDFMOMBEECH T2 ENMERVREMEIFEILLTIELY,

5.2 BRERERERICHA ANONTZEBEOEEZ(COWT, M1ERKEEIDEOABTERML., AFIOHF M
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&

53 + 9 LRBREETIREERIIRERERICL). NTRK S BEFEUNERSNLEEIIRETES
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55 AFIDMERMBIBRECHIZAMER VL EMER>HEILLTLVELY,

56 +THRBRREEIIREEXBHEEREICL). ROS1 A BT FEENERINZEZCEETSC
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5. MEEN I RICEEET HEE

(NTRK A & B FIEHEDET - BHEOERE)

51 AFKIDFMOMHEENFELCH I AMNMERVREMEFEIILTIEL,

5.2 BRERFBRICHA ANONTEEEDEEFICONT, MTERKRBEIOEONTEAML. KF OB
EUREME+7(EELLET, KFILNOEEOERICOVTHIEECRE L, B EEDEIRET
&,

EEX I RICBEIET IR~ - D RICEETIEE

The following statements were included in the REMINXEN V- DEICEAETHIEINIA
PRECAUTIONS CONCERNING INDICATION section | [C. LA FDEERNERE SN,
of the proposed package insert.

g
The efficacy and safety of Drug A as adjuvant fTROHEBBEEELTCOER A DENERUVERSE

therapy following surgery have not been established. | TE(FFEILINTLVELY,

Drug A is a humanized monoclonal antibody being EH AL FEETPOBREREAECK T B4HENE
evaluated as an adjunctive therapy for the treatment | ;EEUTEEHANITHN TLVBE MEE/HO—F )Lk

1
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of Staphylococcus aureus infections.

Thd,

Drug A is currently approved as an adjunctive
treatment for partial-onset seizures (with or without
secondarily generalized seizures) in patients with

epilepsy 12 years of age and older.

EEIA G, BE 12 RULOTAHMVEEDER S
R (CREERIEREOARERDLBL)ICHT
BHENFIEELTEESINTIVS,

g

Embryonal carcinoma affects young males in the
prime of life with a majority of these tumors already

having metastasis at the time of diagnosis.

PEMEECECTEERDOBENEEL. Cho
DIEZ DK L HUIZMEFICERICERIE LTS,

The ABC mucin is aberrantly expressed and

upregulated by most carcinomas.

ABC LFVIRIFENEDEETEEHIRL, RIRE
HEMLTINS,

The ABC mucin is aberrantly glycosylated by
carcinomas resulting in the exposure of antigenic

epitopes.

ABC LFVIFEIEICLBEFERV)IVIEERZIFT
W37EH. REIEM—THEH LTS,

+ 2 (CEE

For example, the applicant should prepare
appropriate information materials to ensure that
patients or their family members are informed of the
risks of Drug A including teratogenicity and abortion
and that patients well understand the potential risks

of Drug A before starting treatment.

BIZIE, BEFEEE. BERXEEORECHEIFT M
PREFOEHE A DVADHRBASN, BH A D
S RRRTICEDBEMIADEE BN+ 7 (AT
B, BYIBEREMEERLTANBESE
%

Since physicians and medical institutions have to
fully understand the product to ensure its efficacy
and safety, the following condition must be fulfilled

for approval: ---

KaOBEMERUVRE M EERT ICEEMET
EREENARRETDICEETILENHSNT,
UTOREEH =T,

The product should be used by physicians who fully
understand the product at qualified medical

institutions to ensure its efficacy and safety.

Aamld, Z0EMMERVREENMBRINSG LD
(. KMmET7ICEBELTVBEMICL THENL
WERMEEATHERTIEET D,

53 +HBEREEITIREEXBEREREICEINTRK @& EEFEENERINCEFICRETE
ERECHIO T RRBSNTHNZHRAER M XSEREREANSCE, BH., ABSNLAIN2H
AERESXFEERKFCEATIFRICOVNTIE. LTOIITHA MO AFAIEETHS:
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The investigator has a reasonable amount of
experience in treating Japanese patients with Drug A

and in managing adverse events in these patients.

BERETEMG. EH AICLSIEBARAANEBEDEE
[EOWT+RREERERL. CNbDEEICHITSE
EEROEE(OVNTHE+RLBREEREALTND,

THRBRER-EREED

The data were reviewed by a trained internist and an

experienced cardiologist.

COT—ARE, e AR ER MEEBREED
DEEMAEICLOTEEREING,

When an experienced otolaryngologist is in the
operation room and where an anesthesiologist is on

standby, it is safest to perform tracheotomy.

RREECESERMENSFMHECHD., Rt
MENFHELTVSIEE . REVIREEET S0
NRLRETHD,

e ELFEE

We enrolled patients with consecutively and
prospectively identified TRK fusion—positive cancers,
detected by molecular profiling as routinely
performed at each study site, into one of three
protocols: a phase 1 study involving adults, a phase 1
—2 study involving children, or a phase 2 study

involving adolescents and adults.

BAREREREETEENICERINDG S FJ
O774UV (2L TRK Bl & B in F 51BN &R
BN O TAZRD T4 T (CHESNBEE. A
KELEE 1 R, NRERELEE 1-2 #H5
BB, BEHRRUKAZRRELEE 2 BHERD 3
REBOVTNHNHEABANE,

Patients had 17 unique TRK fusion—positive tumor

types.

FBEICI 17 EED TRKAGEEFIEEOESREN
B LY 4/

Larotrectinib had marked and durable antitumor
activity in patients with tropomyosin receptor kinase
(TRK) fusion—positive cancer, regardless of the age

of the patient or of the tumor type.

FERIZ OV RBRAEFFT—C (TR B EEE TS
MEOEZECHNC, SOMNIFZIR. BEOF
tn R (S FEZ DIZLR(CEAfRIGC. AN DERAG
nESZEMRETRUL,

Ko} 22l A EEE M

For medical devices and in vitro diagnostics, the
Authority conducts on—site and document—based
inspections for marketing authorization holders and
the registered manufacturing sites located in Japan

Oor overseas.

EREBEOIVERNZEHAEERCONT. 2/
FERXRMTRAZDBRGEESLIVERNOEEFRR
ERERRICEMAETSSVEECEIGRES:
ELET .

Positive percent agreement and negative percent
agreement between the product and approved in vitro
diagnostics were determined using 30 specimens for
human epidermal growth factor receptor 2 (HER2)
gene, anaplastic lymphoma kinase (ALK) fusion gene,

and ROS1 fusion gene.

30 DIRAZA., B ERIEBERFZER 2
(HER2)BIEF. KLYV EEF+—T (ALK) Bt
BIEIEF.ROST MEEEDFICOVWT. RGRERE
EABOARNZHAEESZOBE—BERVIES
—METRE L,




The following classification does not apply to dental
drugs, radiopharmaceuticals, insecticides, in vitro

diagnostics, and biological products.

UfF@"?E(i EEAEER. RS EESRER.
FAAE ., AN ZEHREERS. EYHBEERELICE

JEFFJ SNy,

AFBINT

The investigator was responsible for ensuring that
the study was conducted according to the approved

protocol and applicable regulations.

REREEEAM, ARBRNEESNRERE AT
BEERUVEGRRACHETLEREZRIETS_LER
BmeLz,

ﬁ( At 31’1.7' ﬁﬂiﬁ uu..\

This is the first time in the history of the Orphan
Drug Act that a new product has been approved on
the basis that it is more effective than the existing

approved orphan drug.

HFLWVRENEIRZDA—T7V RI9TINEF/ T
HBRCEICEDTEREINLDEIA—T70 BT ED
FEEDHRTHNHTDETHD,

Unlike the approved similar devices, the product is

small and can be implanted via left thoracotomy.

E%ﬁ n:mo)éﬁﬂﬂl%%tim 0 2FI:II:I (EI/J\%”_C E F?ﬁﬂ@
([CLOTHERAL ZENTED o

It has been demonstrated in a clinical study
conducted in Japan that the incidence of skin
disorders is high when lamotrigine is administered at
a dose exceeding the approved dosage and

administration.

ERNTEMSNTERRHARK T, SENFUERX
RORAERUVAEZBATIRELZEE, KEREE
DHEBENGREIENRINTNET,

AFrlde

A summary of nonclinical pharmacology is available

upon request.

ER(B LA BNRE . FEREEOBEN
AFALTT,

Additional resources are available from

pharmaceutical companies.

BV -AGHESHNOAFAIETHS.

Detailed information on this medicinal product is
available on the website of the European Medicines

Agency http://www.ema.europa.eu.

COEXEAICETIHEMBFERIIMNEERITO
IJYA b http://www.ema.europa.eu CAFA]HE
ThHdo

54 AFE/NEREBCRETIRCE, BRKRFHERICHA ANONLEEEOFER(CONT, 9.7 /NEF IRU
7.6 FEZ%EJGI,E@W@E%MDLEJ:'CZliﬁllﬂ)?x%@ﬂ%_’é'lﬁi(;#ﬂ&ﬁ?’égto

IJ\Jbll_. %_

Adverse drug reactions reported in pediatric
patients were similar to those described in adults
except for the increased incidence of arthralgia and

myalgia in pediatric patients.

VEEETHRESNLEMERL. BB R UHA
r@%ﬁﬁb‘ll\'ﬁ%%"@%h\oh‘_t’éB%L\'C\ 53
ATRBEINTNSHLDEFRML TV,

Drug A given at 3 mg/kg in pediatric patients with

eosinophilic esophagitis and adult patients with

B BERD/NEEERUHEEDHRANEE
([CXt T BEEHI A 3mg/kg DR 5L, INFTDEZA
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asthma has been safe and well tolerated to date.

ZET, BRERHFTHS.

Drug A is tolerable at doses up to 50 mg/m? in
pediatric patients with relapsed or refractory

leukemia.

EHIAL, BEEXZH AEORMBED/NEEE
([CHWT 50mg/m2 DAEFTCERARETHD,

ZEN

Being acquainted with the medications used and their
adverse drug reactions and contraindications is

useful.

FERAINIERERRUZORIERPEZEAAL
TV IEIFRICIIOD,

Eligibility of patients for treatment with Drug A should
be determined based on a good understanding of the

“Clinical Studies” section of the package insert.

NI XEDERR A IQEZAR ULz LT, A
AlCLBREDEZDBERMEEHMTILEND
%o

It is necessary to become acquainted with the new
drugs and to follow closely new reports on the

experience with new drugs.

NODFHEZERICOVTHITEE. ZLTHE
EAOFERARERICEATIFRBEEZRIECTAA
—FBENDLETHD,

DR &

As the applicant explained that a pharmacokinetic
study in subjects with hepatic impairment failed to
evaluate the steady—state pharmacokinetics of Drug
A, whether Drug A should be used in patients with
hepatic impairment and whether dose adjustment is
required will be determined, taking also account of

safety data.

P REfE B D HER B T REVEEYENRERER
TIIEREIREICHITEER A DEMENREZFET
FlaMorzEREENRBALTWSCEN L, FFHERE
EEODEEICHITZER ADKREOAELVICA
ERFOLEEOFEICOVTE., XE2MHT—4
BEATHIERTHEET B,

One of the duties is to make decision on the release

or rejection of each product.

ZOEEFED 1 28 B AOHEROA EERETR
ETH%.

Healthcare professionals are requested to understand
the gist of this revision, as well as to confirm the
precautions in the package insert when considering
use of lidocaine/adrenaline injections for conduction
or infiltration anesthesia, and determine whether to

administer the drugs.

EREREL. SEORFTOBEEEREL. UKD
AVIEEAE - 7 FUTU VIS B B ZE E X (3=
BRI ERFATIRE. HAXED
FALOIEZHERDO L. ChoDEFIDIRSD
AIEEHIETHLOBRELET,

(ROS1 R & B FHED VIR G ETT - B RO I/ bz

5.5 AFIDMRMAFECHTIEMERUVREMELHEILLTIVEL,

56 +THRBBRREEIIREEXIBREREICLD. ROS1 BEELTFHBUENERSINZEEICKSTEC
o REBICHIATIE ABNLEFNZMAEERNIEREFERANDCE, BH . KEBSNLFHNEZH
FAEEZXIIEEEFCETSIFRICOVTEZ. LTOIITFA MO AFAIRETHS:
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YIBR T RE

An open—label, uncontrolled study was conducted in
patients with unresectable malignant melanoma
(target sample size, 90) at 5 study sites overseas to
investigate the pharmacokinetics and safety, etc. of
Drug A.

FH A DEVEBRERRUR2MEFTET 5.
VIR BERBEDEE (BIREHIR:90)
ERRICFERIEXRHAEBRNBI O 5 BERENE
EEEEETITON,

Unresectable advanced or recurrent esophageal

cancer that has progressed after chemotherapy

EFRERICIBE LR ETET-BRED
BIESE

We assessed Drug A for safety and efficacy in
patients with metastatic or surgically unresectable
urothelial carcinoma whose disease progressed or
recurred despite previous treatment with at least one

platinum—based chemotherapy regimen.

4L, LATIC 1 AL EOBEWEIEA—AE
FHLEREL UAVICEBABES LMD
5F . EENETRABER USSR EBRF
HEB R RBOBEENRICEF A DTS
RUAMME ML,

EIT-BED

Unresectable advanced or recurrent non—small cell

lung cancer

YRR RETS 1T - B FH O IR/ N friizz

Unresectable, advanced or recurrent gastric cancer

that has progressed after cancer chemotherapy

EFRERCEBUVYRTRELGET - BROE

Unresectable, advanced or recurrent malignant
pleural mesothelioma that has progressed after

cancer chemotherapy

LA RIIBEVLYIRTREGET - BEOE
PEMIR TR 52 i



https://www.pmda.go.jp/review-services/drug-reviews/reviewinformation/cd/0001.html



