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Reviews

u unt k|

I Drugs Reviews

In the review of drug applications, PMDA reviewers, who have degrees in pharmaceutical science,
medicine, veterinary medicine, physical science, biostatistics, or other specialties, form a team to
evaluate the quality, pharmacology, pharmacokinetics, toxicology, clinical implications, and biostatistics
regarding the particular drug product under review. During the review process, the reviewers exchange
opinions with external experts (Expert Discussions) to ensure that more effective reviews are conducted
by making use of their advanced expertise. In addition, PMDA participates in the International
Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human
Use (ICH) and has actively incorporated the guidelines agreed upon at ICH into its drug reviews.

PMDA strives to speed up the review process by setting target review times, while clarifying the
standards for review by publishing the basic considerations for reviewers on its website.

PMDA's drug reviews encompass not only new drugs but also generic drugs, OTC drugs / “behind-the-
counter (BTC)” drugs (requiring pharmacists’ advice) that can be purchased at pharmacies without a
doctor’s prescription, and quasi-drugs. PMDA also conducts re-examinations and re-evaluations of
approved drug products.

In FY 2013, a total of 7118 drugs were approved, of which 4008 were prescription drugs (including 504
new drugs), 916 were OTC drugs / BTC drugs, 166 were in vitro diagnostics, and 2028 were quasi-
drugs.

« Points to Be Considered by the Review Staff Involved in the Evaluation Process of New Drug 8
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The following English translations of review reports are intended to be a reference material to provide

B Reviews convenience for users. In the event of inconsistency between the Japanese originals and the
translations, the former shall prevail. PMDA shall not be responsible for any consequence resulting from
use of the English versions.

@ Master File System

The review reports were selected for translation among those of drugs with a new active ingredient that
recently received marketing approval, in consideration of relevant factors including the novelty and

priority.
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Report on the Deliberation Results

December 6, 2010

Evaluation and Licensing Division, Pharmaceutical and Food Safety Bureay
Mumistry of Health, Labour and Welfare

[Brand name) Stelsra Subcutaneous Injection 45 mg Syringe
[Non-proprietary name| Ustekinumab (Genetical Recombination) (JAN®)
[Applicant] Jarssen Pharmaceutical K K

[Date of application] Jamuary 21,2010

[Results of deliberation]

In the meeting held on November 29, 2010, the Second Committee on New Drugs concluded that the
product msay be approved and that this result should be presented to the Phammaceutical Affairs
Department of the Pharmaceutical Affairs and Food Sanitation Council

T'he product is classified as a biological product, the re-examination period is 8 years, and the drug
substance and the drug product are both classified as powerful drugs

I'he conditions for approval should be modified as follows.

After modification

[Coaditions for approval]

The applicant is required to

1. Coaduct & post-marketing drug use-results survey, which covers all the patients teated with the
product, until data from a certain number of patients will be accumulated, in order to collect data on
the safety and efficacy of the product as soon as possible and 10 take necessary measures (0 ensure
proper use of the product

2. Conduct 2 large-scale post-marketing surveillance study to fully evaluate the safety of the product
and 10 _investicate the efficacy and long-term safety of the product including the occurrence of

infections, et

Before modification

[Coaditions for approval]

I'he applicant is required 10

1. Conduct a post-marketing drug use-results survey, which covers all the patients treated with the
product, until dsta from a certain number of patients will be sccumulated, i order to collect dats on
the safety and efficacy of the product as soon as possible and 10 take necessary measunes (o ensure
proper use of the product

2. Conduct 2 large-scale post-marketing surveillance study 1o fully evaluate the safety of the product

{the productand the occunence of infections et
(The underlined pars are the changes.)
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November 10, 2010

Pharmaceuticals and Medical Devices Agency

The results of a regulatory review conducted by the Pharmaceuticals and Medical Devices Agency on

the following pharmaceutical product submutted for regsstration are xs follows

[Brand name| Stelars Subcutaneous Injection 45 mg Syrmge
[Noa-propesctary name| Ustekmumab (Genetscal Recombination)
[Namwe of applscant) Junssen Pharmasceutical KK
[Date of spplication ] January 21, 2010
[Dossge formy'Strength| A solution for injection in a prefilled syninge. Each peefilled syringe (0.5
ml.) contains 45 mg of Ustekinumssh (Genetical Recombinatson)
[Applicatson chassification] Prescriptson deug (1) Drug with i new active ingredient
[Chemical structure] See Figure 1 and Figure 2 below
Molecular formula
Locham  CipidlsuNzO:
Molecular weight 148,079 1 149,690
Chemacal name
Ustekmumab & & recombinant human 1zG1 monocional antibody agamst the pav subunit of
human mterlewkin-12 and sterleukm-23
Ustekmumab 15 produced m mouse myeloma (Sp2/0) cells
Ustekmumab 13 3 glycoprotemn (molocular weight, 148,079-149,6%0) composed of 2 H-cham
cham) molecules consisting of 449 amino acad residues cach and 2 L.chan {x-cham)

molecules consisting of 214 ammno acid residues each

[Mems warranting specsal mention]  Neome
[Reviewing office] Office of New Drug IV
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Heavy Chain

EVQLVQSCAR VKKPGESLKI SCKOSCYSFT IXRLOWVROM PCRCLOWIGL MIRVRSDIRX

W‘nﬂ SVDESITTAY LOWNSLIASD TAMYY! QoTLVIVSSS
ADSSKESTECC 'z'nzx-cc.wm YFPEPVIVEN NSCALTSOW TFPAVIQSSC

am i m

PSSSLOTQTY I TEXVDERVEPK !‘L‘ imnﬂ
OTIMISRTPE VSH EDPEVEFNWY VDCUVEVIDAX TXIREEQYMS
LACOWLNGXE SHYAL PAPIEKTISK AKGOPREPQV YTLPPSRDEL
VECFYPSDIA VEWESNOQDPE NNYXTTPIVL DSDOSFFLYS KLTYVDESENG

HEALHNEYTQ XSLSLSPCK

Light Chain
DIQWTQSPSS LSASVCIRVT me EXADKSLIVR, ASSiposnvee
RPSGSGSGTD FTLTISSLQP EDFATYYCQD YNIYPYIFGQ GTKLEIKRIV AAPSVFIFPD
SDEQLYSCTA ’:‘FY PREAKVOWKYV DHALQSGNSQ ESVIRQDSKD STYSLSSTLT
1o
LSKADYEXHR VY. QG LSSIWTRS PN mq
we
Figure |. Heavy and light chams of ustekmumal
Amano acsd sequences of the heavy and light chains of ustekinumab are sndscated in the single-Jetter code.

Complenmentarity «determining regions are underfined
H.chain K449: pastial processing

. Fuc
Galp, GlcNAc — Man

(Gala — GalB), - Man — GleNAC — GIeNAC
{NeuGc — GalB), _ —GItNAC — Man

klLm=0,12; k+1+m=0,1,2

Figure 2. Carbahydrate structure
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