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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the infermation needed to use
YTAMA? cream safely and effectively. Sce full preseribing information
for VTAMA,

VTAMA {tapinarcf) cream, for topical use
Initial U.8. Approval: 2022

INDICATIONS AND USAGE--rramemmmmnoremnm oo
VTAMA cream, 1% is an-aryl hydrocarbon receptor agonist indicated for the
topical treatment of plaque psoriasis in adults. (1)

----------------------- DOSAGE AND ADMINISTRATION-mcenmenmmemeencnrm=s
» Apply athin layer of VTAMA cream to aifected areas once daily. (2)
o VTAMA cream is not for oral, ophthalmic, or intravaginal use. (2)

cisssmmmamnemnenne=DOSAGE FORMS AND STRENGTHS------—mmememme -
Cream, 1% (3}
Each gram of VTAMA eream contains 10 mg of tapinarof. (3)

CONTRAINDICATIONS

None. (4)

ADVERSE REACTIONS

Most common adverse reactions (incidence = 19%) in subjects treated with
VTAMA cream were folliculitis, nasopharyngitis, contact dermatitis,
headache, pruritus, and influenza. (6.1}

To report SUSPECTED ADVERSE REACTIONS, contact Dermavant
Sciences, Inc. at I-SDERMAVANT or FDA at 1-806-FDA-1088 or
www.[da.gov/medwatceh,

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling,

Revised: 5/2022

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
VTAMA® (tapinarof) cream, 1% is an aryl hydrocarbon receptor agonist indicated for the topical treatment of
plaque psoriasis in adults.

2 DOSAGE AND ADMINISTRATION
Apply a thin layer of VTAMA cream to affected areas once daily.

Wash hands after application, unless VTAMA cream is for treatment of the hands.

VTAMA cream is not for oral, ophthalmic, or intravaginal use.

3 DOSAGE FORMS AND STRENGTHS
Cream, 1%
Each gram of VTAMA cream contains 10 mg of tapinarof in a white to off-white cream.

4 CONTRAINDICATIONS
None.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

In two randomized, double-blind, multicenter, vehicle-controlled clinical trials (PSOARING 1 and PSOARING
2), 1025 adults with plaque psoriasis were treated with VTAMA cream or vehicle cream once daily for up to 12
weeks.

Subjects ranged in age from 18 to 75 years, with an overall median age of 51 years. The majority of subjects
were white (85%) and male (57%); and 85% were non-Hispanic or Latino.

Table 1 presents adverse reactions that occurred in at least 1% of subjects treated with VTAMA cream, and for
which the rate exceeded the rate for vehicle.

Reference |ID: 4986645

Table 1: Adverse Reactions Occurring in >1% of the Subjects in the 12-week
PSOARING 1 and PSOARING 2 Clinical Trials
VTAMA cream Vehicle cream

Adverse Reaction N=683 N=342

n (%) n (%)
Folliculitis® 140 (20} 3(DH)
Nasopharyngitis® 73 (11) 31 (9)
Contact dermatitis® 45 (1) 2(D
Headache® 26 (4) 5(1)




Pruritus® 20 (3) 2 (1)
Influenza’ 14 (2) 2 (1)

* Folliculitis includes application site folliculitis and folliculitis

b Nasopharyngitis includes nasopharyngitis, nasal congestion, pharyngitis, respiratory tract infection (RTI) viral,
rhinorrhea, sinus congestion, upper RTI, and viral upper RTI

¢ Contact dermatitis includes dermatitis, contact dermatitis, hand dermatitis, and rash

4Headache includes headache, migraine, and tension headache

¢ Pruritus includes application site pruritus, pruritus, generalized pruritus, and genital pruritus

"nfluenza includes influenza and influenza-like illness

Two (0.3%) subjects using VITAMA cream developed urticaria. Adverse reactions leading to freatment
discontinuation in >1% of subjects who received VITAMA cream were contact dermatitis (2.9%) and folliculitis
(2.8%).

In an open label safety trial (PSOARING 3), 763 subjects were treated for up to an additional 40 weeks after
completing PSOARING 1 or PSOARING 2. In addition to the adverse reactions reported in the 12-week
PSOARING 1 and PSOARING 2 clinical trials, the following adverse reactions were reported: urticaria (1.0%)
and drug eruption (0.7%).

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

The available data on VTAMA cream use in pregnant women are insufficient to evaluate for a drug-associated
risk of major birth defects, miscarriage, or other adverse maternal or fetal outcomes. In animal reproduction
studies, subcutaneous administration of tapinarof to pregnant rats and rabbits during the period of organogenesis
resulted in no significant adverse effects at doses 268 and 16 times, respectively, the maximum recommended
human dose (MRHD) (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of major birth defects, loss, and other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

In an embryofetal development study in rats, tapinarof was administered by subcutaneous injection to pregnant
animals at doses of 1.2, 6.9 and 34 mg/kg/day during the period of organogenesis. Tapinarof was not associated
with embryofetal lethality or fetal malformations. Tapinarof increased the incidence of skeletal variations
{(incomplete ossification of nasal bones) at the dose of 34 mg/kg/day (268 times the MRHD based on AUC
comparisons).

In an embryofetal development study in rabbits, tapinarof was administered by subcutaneous injection to
pregnant animals twice daily at doses of 0.3, 1, and 3 mg/kg/day during the period of organogenesis. Maternal
toxicity as evidenced by decreased maternal body weight gain and associated increased post-implantation loss
(embryolethality) was observed at 3 mg/kg/day. In addition, fetal skeletal variations were observed at 3
mg/kg/day. Tapinarof was not associated with embryofetal lethality or fetal malformations at doses up to 1
mg/kg/day (16 times the MRHD based on AUC comparison) or fetal malformations at doses up to 3 mg/kg/day
(30 times the MRHD based on AUC comparison).

Reference |D: 4986645



In a second embryofetal development study in rabbits, tapinarof was administered by continuous subcutaneous
infusion to pregnant animals at doses of 1, 2 and 3 mg/kg/day during the period of organogenesis. Tapinarof
was not associated with embryofetal lethality or fetal malformations at doses up to 3 mg/kg/day (20 times the
MRHD based on AUC comparison).

In a prenatal and postnatal development study, tapinarof was administered by subcutaneous injection to
pregnant rats at doses of 1, 6 and 30 mg/kg/day beginning on gestation day 6 through lactation day 20. Maternal
toxicity associated with decreases in body weight gain and food consumption was noted at 30 mg/kg/day (268
times the MRHD based on AUC comparisons). Tapinarof decreased fetal survival and viability that resulted in
reduced litter sizes and decreased fetal weights at doses greater than or equal to 6 mg/kg/day (45 times the
MRHD based on AUC comparisons). No tapinarof-related effects on fetal survival and viability were noted at a
dose of 1 mg/kg/day (6 times the MRHD based on AUC comparisons). No tapinarof-related effects on postnatal
development, neurobehavioral or reproductive performance of offspring were noted at doses up to 30
mg/kg/day (268 times the MRHD based on AUC comparison).

8.2 Lactation

Risk Summary

No data are available regarding the presence of tapinarof in human milk or the effects of tapinarof on the
breastfed infant, or on milk production. Tapinarof was detected in rat offspring following subcutaneous
administration to pregnant female rats which suggests that tapinarof was transferred into the milk of lactating
rats (see Data). When a drug is present in animal milk, it is likely that the drug will be present in human milk.
The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for VTAMA cream and any potential adverse effects on the breastfed infant from VTAMA cream or from
the underlying maternal condition.

Data

In a prenatal and postnatal development study, tapinarof was administered by subcutaneous injection to
pregnant rats at doses of 1, 6, and 30 mg/kg/day from gestation day 6 through lactation day 20. Tapinarof was
quantifiable in offspring plasma samples on postnatal day 10 at doses of 6 and 30 mg/kg/day, suggesting that
tapinarof is present in animal milk.

8.4 Pediatric Use

Safety and efficacy of VTAMA cream have not been established in pediatric subjects with psoriasis under
18 years of age.

Juvenile Animal Toxicity Data

In a juvenile animal toxicity study, tapinarof was administered by subcutaneous injection to juvenile rats at
doses of 1, 10 and 20 mg/kg/day from postnatal day (PND) 7 to 21 and at doses of 1.5, 15, and 30 mg/kg/day
from PND 22 to 77. The dose escalation conducted at PND 22 was implemented to maintain consistent
systemic exposure across the duration of the dosing period. Renal pelvic dilatation was observed at doses
greater than or equal to 15 mg/kg/day (165 times the MRHD based on AUC comparisons). No adverse effects
in juvenile animals were noted at 1.5 mg/kg/day (11 times the MRHD based on AUC comparisons).

8.5 Geriatric Use

Of the 683 subjects exposed to VIAMA cream in the PSOARING 1 or PSOARING 2 clinical trials, 99 (14.5%)
were 65 years of age and older, including 8 (1.2%) subjects who were 75 years of age and older. No overall
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differences in efficacy, safety, or tolerability were observed between elderly subjects and younger adult subjects
in clinical trials.

11 DESCRIPTION

VTAMA (tapinarof) cream contains tapinarof as the active ingredient. Tapinarof is an aryl hydrocarbon
receptor agonist.

Tapinarof is a white to pale brown powder. Chemically, tapinarof is 3, 5-dihydroxy-4-isopropyl-trarns-
stilbene, also known as (E)-2-isopropyl-5-styrylbenzene-1,3-diol, with the empirical formula Cy7H1302, a
molecular weight of 254.32, and the following structural formula.

\OH

Each gram of VTAMA cream for topical use contains 10 mg of tapinarof in a white to off-white cream.
VTAMA cream also contains the following inactive ingredients: benzoic acid, butylated hydroxytoluene, citric
acid monohydrate, diethylene glycol monoethyl ether, edetate disodium, emulsifying wax, medium-chain
triglycerides, polyoxyl 2 stearyl ether, polyoxyl 20 stearyl ether, polysorbate 80, propylene glycol, purified
water, and sodium citrate dihydrate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tapinarof is an aryl hydrocarbon receptor (AhR) agonist. The specific mechanisms by which VTAMA cream
exerts its therapeutic action in psoriasis patients are unknown.

12.2 Pharmacodynamics

Pharmacodynamics of VTAMA cream are unknown.

Cardiac Electrophysiology

At the approved recommended dosage, VTAMA does not prolong the QTc interval to any clinically relevant
extent.

12.3 Pharmacokinetics

Absorption

No accumulation was observed with repeat topical application. Plasma concentration of tapinarof was below the
quantifiable limits (BQL) of the assay (lower limit of quantification was 50 pg/mL) in 68% of the
pharmacokinetic samples. On Day 1, mean  SD values of Cyax and AUCq-jast were 0.90 &= 1.4 ng/mL and 4.1 +
6.3 ng.h/mL, respectively, following a mean daily dose of 5.23 g applied to a mean body surface area
involvement of 27.2% (range 21 to 46%) in 21 subjects with moderate to severe plaque psoriasis. On Day 29,
the mean £ SD Cpax and AUC-tast were 0.12 £ 0.15 ng/mL and 0.61 = 0.65 ng.h/mL, respectively.

Reference ID: 4986645



Distribution

Human plasma protein binding of tapinarof is approximately 99% in vifro.

Elimination
Metabolism

Tapinarof is metabolized in the liver by multiple pathways including oxidation, glucuronidation, and sulfation
in vitro.

Drug Interaction Studies

In Vitro Studies

Cytochrome P450 (CYP) Enzymes: Tapinarof is not an inhibitor of CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CRP2D6 or CYP3A4/5. Tapinarof is not an inducer of CYP1A2, CYP2B6 or CYP3A4.

Transporter Systems. Tapinarof is not an inhibitor of BCRP, MATE1, MATE-2K, OATI1, OAT3, OATP1BI,
OATPI1B3, OCT1, OCT2, or P-gp. Tapinarof is not a substrate for BCRP, OATP1B1, OATP1B3, or P-gp.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies were conducted in mice (daily topical administration at doses of 0.5, 1.5 and
3% tapinarof cream) and in rats (subcutaneous administration at doses of 0.1, 0.3, and 1 mg/kg/day tapinarof).
No drug-related neoplasms were noted in mice after 98 (females) to 102 (males) weeks of daily topical
administration at doses up to 3% tapinarof cream (44 times the MRHD based on AUC comparisons). No drug-
related neoplasms were noted in female rats after 83 weeks of daily subcutaneous administration at doses up to
1 mg/kg/day tapinarof (9 times the MRHD based on AUC comparisons).

Tapinarof revealed no evidence of mutagenicity or clastogenicity in an Ames assay, an in vitro mammalian
chromosomal aberration assay, an in vitro mouse lymphoma assay and two in vivo micronucleus-assays in mice
and rats.

Tapinarof did not impair female fertility at subcutaneous doses up to 30 mg/kg/day (268 times the MRHD based
on AUC comparisons).

14 CLINICAL STUDIES

Two multicenter, randomized, double-blind, vehicle-controlled trials were conducted to evaluate the safety and
efficacy of VTAMA cream for the treatment of adults with plaque psoriasis (PSOARING 1 [NCT03956355]

and PSOARING 2 [NCT03983980]). These trials were conducted in a total of 1025 subjects randomized 2:1 to
VTAMA cream or vehicle cream applied once daily for 12 weeks to any lesion regardless of anatomic location.

Baseline disease severity was graded using the 5-point Physician’s Global Assessment (PGA). The majority of
subjects had “Moderate” disease (82%), while 10% had “Mild” disease, and 8% had “Severe” disease at
baseline. The extent of disease involvement assessed by mean body surface area (BSA), excluding the scalp,
palms, and soles, was 8% (range 3 to 20%). Subjects ranged in age from 18 to 75 years, with a median age of 51
years. Overall, 57% of the subjects were male and 85% were White.

The primary efficacy endpoint in both studies was the proportion of subjects who achieved treatment success,
defined as a PGA score of “Clear” (0) or “Almost Clear” (1) and at least a 2-grade improvement from baseline.
Efficacy results from the two trials are summarized in Table 2.
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Table 2: Clinical Response at Week 12 in PSOARING 1 and PSOARING 2 in Adults with Plaque
Psoriasis (Intent-to-Treat; Multiple Imputation)
PSOARING 1 PSOARING 2
VTAMA eream Vehicle cream VTAMA cream Vehicle cream
Clinical Response N=340 N=170 N=343 N=172
PGA Treatment 36% 6% 40% 6%
Success ?
Difference (95% CI) 29% (22%, 36%) 34% (27%, 41%)

2 Treatment success was defined as a PGA score of “Clear” or “Almost Clear” and at least a 2-grade
improvement from baseline.

Following 12 weeks of treatment, 73 subjects randomized to VTAMA achieved complete disease clearance
(PGA 0) and had VTAMA withdrawn. These subjects were followed for up to 40 additional weeks with a
median time to first worsening (PGA > 2 [“Mild”]) of 114 days (95% CI: 85, 142).

16 HOW SUPPLIED/STORAGE AND HANDLING
VTAMA (tapinarof) cream, 1% is a white to off-white cream. Each gram of VTAMA cream contains 10 mg of
tapinarof. It is supplied in the following size:

60 g laminated tubes: NDC 81672-5051-1

Storage and Handling:
- Store at 20°C to 25°C (68°F to 77°F) with excursions permitted between 15°C and 30°C (59°F and
86°F).
- Do not freeze.
- Protect from exposure to excessive heat.
- Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Administration Instructions
o Apply VTAMA cream once daily to psoriasis skin lesions only and avoid unaffected areas of skin.

e Wash hands after application unless VTAMA cream is for treatment of the hands.
e Advise patients that VTAMA cream is for external use only.

Marketed by:
Dermavant Sciences Inc., 3780 Kilroy Airport Way, Long Beach, CA 90806

VTAMA is a registered trademark of Dermavant Sciences, GmbH or its affiliates.
U.S. Patents: www.dermavant.com/patents
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PATIENT INFORMATION
VTAMA® (Vee-TAM-uh)
(tapinarof)
cream, for topical use

Important information: VTAMA cream is for use on the skin (topical use) only. Do not use VTAMA cream in your
eyes, mouth, or vagina.

What is VTAMA cream?
VTAMA cream is a prescription medicine used on the skin (topical) to treat plague psoriasis in adults.
it is not known if VTAMA cream is safe and effective in children with psoriasis under 18 years of age.

Before using VTAMA cream, tell your healthcare provider about all of your medical conditions, including if you:

s are pregnant or plan to become pregnant. It is not known if VTAMA cream will harm your unborn baby.

s are breastfeeding or plan to breastfeed. 1t is not known if VTAMA cream passes into your breast milk. Talk to your
healthcare provider about the best way to feed your baby during treatment with VTAMA cream.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements.

How should | use VTAMA cream?

+ Use VTAMA cream exactly as your healthcare provider tells you to use it.

s  Apply a thin layer of VTAMA cream only fo your psoriasis skin lesions 1 time a day. Avoid applying VTAMA cream
fo unaffected areas of your skin,

e Wash your hands after applying VTAMA cream unless you are using it to treat your hands.

s If someone else applies VTAMA cream for you, they should wash their hands after application.

What are the possible side effects of VTAMA cream?
The most common side effects of VTAMA cream include:

» red raised bumps around the hair pores (folliculitis) * headache
s pain or swelling in the nose and threat (nasopharyngitis) e itching
« skin rash or irritation including itching and redness, o flu

peeling, burning, or stinging

These are not all the possible side effects of VTAMA cream.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store VTAMA cream?

s Store VTAMA cream at room temperature between 88°F to 77°F (20°C to 25°C).
e Do not freeze VTAMA cream.

e Protect VTAMA cream from exposure o excessive heat.

« Keep VTAMA cream and all medicines out of the reach of children.

General information about the safe and effective use of VTAMA cream.

Medicines are sometimes prescribed for purposes other than those listed in a Patient information leaflet. Do not use
VTAMA cream for a conditicn for which it was not prescribed. Do not give VTAMA cream fo other people, even if they
have the same symptoms that you have. [t may harm them. You can ask your pharmacist or healthcare provider for
information about VTAMA cream that is written for health professionals.

What are the ingredients in VTAMA cream?

Active ingredient: tapinarof

Inactive ingredients: benzoic acid, butylated hydroxytoluene, citric acid monohydrate, diethylene glycol monoethyl
ether, edetate disodium, emulsifying wax, medium-chain triglycerides, polyoxyl 2 stearyl ether, polyoxy! 20 stearyl
ether, polysorbate 80, propylene glycol, purified water, and sodium citrate dihydrate.

Marketed by: Dermavant Sciences Ing., 3780 Kitroy Airport Way, Long Beach, CA 90806
far more information, go o www.VTAMA.com or call 1-8DERMAVANT

U.S. Patents: www.dermavant.com/patents

VTAMA is a registered trademark of Dermavant Sciences, GmbH or its affiliates.

This Patient Information has been approved by the L1.S. Food and Drug Administration. Issued: 572022
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n5EEREX

1 ZEE - R
VTAMA® (tapinarof) 7 U —.A 1%1E, MA OSBRI EES & T2 FBRR{EK
BHERETI=ANTH A,

2 RiE-RE
VTAMA 7 U —A% 1 B 1 B, BEici#&mtTa,
VTAMA 7 U — b % FOEFRICHGWDIEE£ERE, BRETFEZERI 2L,
VTAMA 7 J —50d, B, IREOIEPICIRE LRnWZ &,

3 AIBRUSE
1%7 U —.h
B~MEE A0 VTAMA 7 U—24 1 g 12, tapinarof 10 mg #2875,

6 Bl{EM
6.1 EREREAERRUHE

GRS 2 REET TEMIND 28, HHFERORERR TR b BITER R ERRIT,
{hF ORI AR RBEE L BT 5 Z L3 T 7, EROEFHRBIZBIT L%
BIERE ML TWVRWATREMER B 5,

Fdalh, ZEEWHR, FiizkER, EFIRRERRO 2 A5 (PSOARING 1 BB E T
PSOARING 2 #5k) TIE, AASEVEEERE 102545 VIAMA 7 U — A 3038H 7 V — 0% 1
A 1 EMREK 12 BEBA s,

W T 18~T5 B C, RETOEMHOERAIL 51 R TH o 7o, HREORKZBELE A (85%) ,
Bt (57%) Thot, 85%BHEE Ay 7 RUB T T VR TH-T,

VTAMA 7 U — A% BRI NEEBE 0L LS 1% RICRBO b, BHl7 U — LAFFORE
£4& LEISZREIEHER 1177,



# 1 12 BEOEERR (PSOARING 1 B E TR PSOARING 2 BB THERE O 1%L EIZF#

HenEHEA
VTAMA # U —A A&7 V—a

RIfER N=683 N=342

n (%) n (%)
B 140 (20) 3
- FHER b 73 (11) 31 (9)
PR R © 45 (7) 2 (D)
Eb 26 (4) 5(1)
% 9 FERE © 20 (3) 2(1)
AT NT T 14 (2) 2(1)

2 BERE, ERWUEELRURARETED,

b -AEEEZsiE, _UHDEZS, SRR, mEEEdk, v A RMSEER (RTD , R, BISMES oM, b RTIEWK
A NAME ERTI 28T,

B R, BRGd, BRERTR, FENRRUREBELEED.

R GE, PR, HUEMERUEREMNEREE,

SR, EATME S EER, T OERE, SRMT OEERVIEEE SEEL S,

A PR W, A T AT RS 7 x o P RERE ST,

=0 oo

VTAMA 27 U—A %R L 24 (0.3%) KHEHRZRED b, VIAMA 7 U —AZBA S
NI HRE O 1% B CRAPILICE -2 RIEA Y, BMERR (2.9%) RUEaE (2.8%) Tho
7=

HEMELMRER (PSOARING 3 Bt T, 763 473 PSOARING 1 i X PSOARING 2 #
BRDSET %S B ITHK 40 BREEAR Shiz, 12 BB OERZE (PSOARING 1 3B & U PSOARING
2 BER) THE ShRIERICN A, AT OBWER BHE hiz  5HE (1.0%) R UEES (0.7%) ,

8 HFAGER~DIRSG
8.1 ¥R
U A7 DR

FENCBRET A EANRERER, WE, XEE0MoBEs LB EROEEEROY A7 %
A4 B 7= IR A T & BRI 5 VTIAMA 27 U — A0ERICET 2T —# 3R +-45Th 5,
B & R o TR T, BEMEUNCIERS v MR TV I apinarof ZR TR LiE Z
7, FRFNRAHESEGHR AR (MRHD) @268 fER T 16 fEOMETERRAEFHIIRD LN
ipinots (T5F—5) B8,

B BEEAICBITAERRERKEE R UREOHEE RV AJIXFAHATH L, T VTDEE
Wi, ERRERAEY, RERCZOMOFEEROTR) A28 EHL, KEO—MRERTII,
PERRANCTER SRS B A ER R ARBER R CRECHET XY A7 1%, ThEh 2%~
4% R T 15%~20%TH b,
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F v ME - BIRRBAEICET AT, tapinarof # 1.2, 6.9 KT 34 mg/kg/day D Ffir CIEIR T
v MEEBREEHRANCE T#RE Uiz, tapinarof %45 Ti, ERRRECRUIEEFFZIGERD Ghihr
272, tapinarof 542 LV, 34 mg/kg/day B (AUC D ILiEIZ#-5< MRHD @ 268 %) THIEER
(BETRELEL) OBENBRD bRk,

TR - SRR A IC BT AR T, tapinarof % 0.3, 1 &3 mg/kg/day @ HE CIEiRY %
WCERETERMIC 1 H 2 BRTHRS L, BEMpFENLE LT, BEMoEERNEOMLEUZER
RS BRBEY (BIRFET) O8NS 3 mgkgday HTRO ORI, 5617, BEEBERN
3 mg/kg/day BETRE® Bif-, tapinarof %5 TlX, 1 mgkg/day (AUC DERHZHEE-3< MRHD @ 16
&) £ TORETEIBIRET KON IRFEIIE S 5T, 3 meg/ke/day (AUC OLLIRIZ -5 < MRHD
D 30f%) ETORETHERABERDLRLR» T,

B9 1 BBRO IR - [RIERECET 23R TIL, tapinarof % 1, 2 X1 3 mg/kg/day D&
THEUR 7 B FICE B TR EFEL R T 5 L7z, tapinarof #25 TiX, 3 mg/kg/day (AUC D HIRIC
FS< MRHD @ 20 %) & CORARTEREECRUREFMITIRD Lo,

HIE BT R O AR ORI B 23R T, tapinarof & 1, 6 B U 30 mg/kg/day O AR CHEIRS
v MR 6 A B BIEH 20 B HETETRE Ui, BEWmEEL LT, REHNER U E
DRI AS 30 mg/kg/day B (AUC D HLBRIZH-5< MRHD O 268 %) TRH® bhviz, tapinarof 5
iz, 6mg/kgday (AUC DELEFIZE-3< MRHD O 45 %) LI bR TSR AFERE U4 TFRE
SOETHBO LN, FOREE LT, HERERCERAESEMEEZR L2, 1 mgke/day ¥
(AUC DRIz #-2< MRHD @ 6 ) TI3, MBIRATFREOAEFREICHERME - B4 488
IR bivie o 7o, 30 mgkg/day (AUC D ERIKIZH-D< MRHD @ 268 f&) £ TOHMHETHAR
DHEHBOILE, MWRITHIZO0MEE R CAEREEIC BRI E I B 5 IR b o 1,

8.2 1RELB

U Ay ofEss

tapinarof @t MEELHF~OZIT, LR~OEBEROHHLELICHTIRECET LT — 2115
5 ALTVNRVY, tapinarof 13, FIRHES v b ~DOE THREBICHERZ v b TRIIShAZZ LD,
BT v FOIHFIZBIT L EBREINDE ( [F—4&) 2R) . oLt PicBiTY
HEHNL, b MEBRLTICHBITTAWREESE Y, FHE T, VITAMA 7 U — AOEHRE L
R VTAMA 7 U — LI EHAO EEBREE I X DI TLIRICR 2 IBTER B & ff-e T,
BRI L 2R ECEELONRZLZEEB T2 HERSH D,

F—2%

HIAE TR O AR OFR AT 2R TR, tapinarof % 1, 6 KT8 30 mg/kg/day O PR TR
v MIZITE6 BAMNLIZH 20 BEETETHRSE L, 6 B30 mgkg/day BETIE, 4% 10 BEH
O WA RO M AFE R T tapinarof ZEEFRIEETH ¥, tapinarof BEMOEHPITBITT D Z L M55

Sz,



84 /MNRIZEBITAER
18 Bkl D/ NB IR Z I T 5 VTAMA 7 U — AOREMER CHEEMEIIMII S Ty,

GEBIE T S HF T —F

ShiEsBha % BV - s R T, tapinarof % 1, 10 & U020 mg/kg/day D I ECTA% 7~21 A H,
1.5, 15 (%30 mg/kg/day DRAETEY 22~77 A HIZHET v MR TRE L, BEHMEE
FELT—E LS YRERE ST B-0IC, % 22 AR ICEEEELT7, 15 mgkyday
(AUC D8z E-3< MRHD @ 165 %) M EORETHERHESBO SN, 1.5 mykg/day B
(AUC DBz 2-3< MRHD @ 11 1%) TREEDICEEERIZRD bR -7,

8.5 Bl ECHITHER

PSOARING 1 3B X 13 PSOARING 2 BT VTAMA 7 U — A 5B I NI 683 4D 2 5, 99 4
(14.5%) 65U LETHD, 205584 (12%) B I5HETH T, BEREBR T, &4
P, et R BRI EERE L IERM AR AERE OM TEEMNICEITRD bhahotz,

11 IR

VTAMA (tapinarof) 7 U —Aid, FZIALSY & LT tapinarof # & H 5, tapinarof HI5FEIERAL
KEZEET I=ANTH D,

tapinarof i3 E~HEBEDOEKKRTH 5, tapinarof DILZFEAIL 3,5-dihydroxy-4-isopropyl-trans-
stilbene (BIFF : (E)-2-isopropyl-5-styrylbenzene-1,3-diol) , #AEXZNiZ CisH180a, 3-FHcld 254.32, 4

BRIV TDEEYTHD,
OH

EE~SEaAa0 VTAMA 7 U —25 1g 12, tapinarof 10mg 28E 75, VTIAMA 7 U —.A
W, Bl LTREFERE, VYT Kedv by, F UK, YFLor )=
—NE ) TF N —T )N, T NEEF N v AKEY, HAUy s X, REEHEBNY SR
K, 2F 7L 22 (B AFLVEFL AT T IALZ—FN2) , RFT7 LR (R AF =T
Vi AT T Y —F-20) , B A} 80, TR Ly a—, ERIKERS =8
TRV LK EESET D,

12 A
12.1 {EB#F
tapinarof 1335 EIRFRILAKFZEME (AR) 7I=A M Th B, VIAMA 7 U — ARHEREEE TR



FRAEF 2 R4 5 R BRF I RH TH 5,

122 FEh=
VTAMA 7 VU —ADIESFIIARETH 5,

LAFE AR
BEAGROHER A TIE, VTAMA 7 U — MZEERIICEROH S QT MRLERZFE LR,

12.3 EWTHEE
WA

RHERTSRIC X 5ERIIED bhiad o fo, tapinarof O ML, SEMTERIRED 68%
THRIEEOERFIRERRE (BQL) (FHTM : 50 pgmL) Thotn, TEHENLEEORKIEFE
WA 21 & THERIRIC S D 5 FHEAEN 272% (FH : 21%~46%) OFEBICH L TER 1A
F523g #BMLIAEED 1 H B D Cax & AUCos D FH4EE SD 13X, F1F31 0.90+ 1.4 ng/mL
Er 4.0 = 63ngh/mL THo7, 29 A HD Coa KT AUCop0s DFEHEE SD {E, £NEh 0.12 =
0.15 ng/mL K& TF0.61 = 0.65 ng.h/mL THh -7z,

il
tapinarof @ in vitro & b AR BREERITH 9% TH 5.

S

A7
tapinarof 1Z, in vitro TIEEML, Z 7 o VLA R UMEE 28 DB OERKE I U CITIH
THE D,

SR AE AR
In Vitro #5#

5 k7 m—24 P450 (CYP) BESF :tapinarof 1E, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CRP2D6
R CYP3A4/S o LCHEEAZTRE T, CYPIA2, CYP2B6 U CYP3A4 ICxi L CREE/EM %2
RETEW,

f F 2R N— & — 22X 7 A ctapinarof (2, BCRP, MATE1, MATE-2K, OATI, OAT3, OATPIBI,
OATPIB3, OCT1, OCT2 KU P-gp %t L THEEM LA S9, BCRP, OATPI1B1, OATPIB3
N P-gp CEH TR,

13 FEERPRFMEER
13.1 PAEM, TRFRHE ZIREOCET
<A (0.5%, 1.5%KN3%0MAEO tapinarof 7 U — AOHE B RHFTEA) RUT » b (0.1, 0.3



BT 1 mg/kg/day D FEO tapinarof O FT#5) & AV RAAAFRERBEER Lz, =0 AT
1%, 3% (AUC @HZicE-3< MRHD @ 44 %) & TOM&E T tapinarof 7 V) — L% 98 W[ ()
~102 @R () BERASBA Lizé 25, #RpERICHETAERIFEDohihotz, MTF »
kT, 1 mg/kg/day (AUC O EIRIZHE-3< MRHD @ 94%) £ TORETR EMEENRTHRE L
ek Z A, HBMEIC BT ERIIRES bhvkbo T,

tapinarof I, Ames A5R, VEILIRESIRMEEE VD in vitro et REERER, nvio w7 AV
Ta—<RER, W= ZAROT v 2D 200 invivo /NERBR CERFEM R a4 R
HEREERE Do T,

tapinarof (&, 30 mg/kg/day (AUC MELRZIZHE-3 < MRHD @ 268 %) £ TCOHAEOR T&5THE
ZIRREE IR T S0z,

14 ERARRIHH

2 RERO S NERR LR, T ¥ Ak, ZEER, EHIREEREERL, RASFIEELRREDORN
FRIZBIT B VTAMA 7 U — A0S RO ML T U 72 (PSOARING 1 3Bk [NCT03956355 ]
KU PSOARING 2 #5f [INCT03983980] ) . ZHbORBRTILER 1025 £ DOWHREE 2.1 0
BTIFrFabl, MEZFIREZ L TRERIZ VTIAMA 7 V) —AXEEHZ V—2a%2 1 H ]
6] 12 AR L,

AR— R T A OFEBEE % 5 BREELII > Physician’s Global Assessment (PGA) T2 L— R
E LTz, _—RT A VL, KEROWERFTOEBOEREEN PEE) (82%) Thh, [
£ 10%, [(EE| X8%Tho7lz, BHE, FEROCREZRE, FHERDHE (BSA) THETS
HEN LD AEIEIE, 8% (A : 3%~20%) Th-oto, WEREIL 18~75 5% T, Sl hiEi:
51 Thote, £FL LT, HREDSTNHNBEM, 85% 0P HATHoT,

W ORER S A OB B I, BRI ORBRE OBE L L, 1BFREIIE, PGA
AATPAR— AT A bR b 2 BEED EEEL, 22 PGA A7 A0 Mk X1 1Z
IEiEE) THARZLEEH L, 2R BROAPEORRER 2ICEHT D,

2 MASEHESEBE LS L L PSOARING 1 BRI PSOARING 2 RBO 2AF®
BREEZR (Intent-to-Treat ; ZHEAALE)

PSOARING 1 3Bk PSOARING 2 &5k
VTAMA 7 U —.4 EH 27V —A VIAMA 7 U —h FH 2 V—b
ERERZh R N=340 N=170 N=343 N=172
PGA TBHZRE; ° 36% 6% 40% 6%
#= (95% CI) 29% (22%, 36%) 34% (27%, 41%)

a  BIERING, PGA A THN—RT A rhbbiad by 2 B FMEL, »DOPGA AT TEk)
XiE NEEHEk] T L EEH/BL,

12 A OF S, VTAMA 7 J — A8 0 73 A THREDRTEIZEIL (PGA 237 0), VTAMA
U —ADEEEFPIL LT, T bDEBREIZSONWTELIC 40 BEBNRELZT--EZ5, 7



EE(L (PGA A= 72 [ NIRE) ] Lik) FCcoiohidEs 114 B (95%Cl: 85~142 A) T
ol

16 IR RE/ATiE R B W kL

VTAMA (tapinarof) 7 U —& I%EEE~MBEEADS V) —-ATHD, VTIAMAZ U —A1gH
{2, tapinarof 10 mg 25845, LATOEEY A ATHiEENS,

60g AV T IH—FFa—7 : NDC 81672-5051-1

RERUED R
* 20°C~25°C (68°F~77°F) THRE L, 15°C~30°C (59°F~86°F) DHiBHMDETIFFE S
Do

* ﬁ%bfcﬁb\: (ED
o BEOEBEEHT CRETAZ L,
s FELDFEORMNRWTICREET S Z L,

17 BEITELRA SN E1FH
FDA 7> SRR SN BB T IRMAICGE (BEMITHR) 20 L > BFITHEYETH L,

o ZiiAR e
« DK EHREORIZ VTAMA 7 V—2a% 1 H | B84 L, BEDAORIZSRE Lnn
RPN

« VTAMA 27 U — A& FOBRFICAWLEBS 2 IRE, BARITIERES 2 &,
*« VTAMA 7 UV — AR AORICERTH X 9 BFIEET A &,

SLEARFETT ¢
Dermavant Sciences Inc., 3780 Kilroy Airport Way, Long Beach, CA 90806
VTAMA IZ Dermavant Sciences, GmbH X% O Eh#E L+ 0 BEIHIE T,

HKESEET © www.dermavant.com/patents



BE R
VTAMA® (Vee-TAM-uh)
(tapinarof)

NI V—A

EEZHE  VTAMA 7 UV —AIERE LR oRicTERLSEE Y, VTAMA 7 V—4% 8, H,
IR L EE Ny,

VTAMA 7 U—bL &3 9

VTAMA Z U —Aid, BAOSEEEROBREEBRNE LTEN GMR) KERshiLhe
AEIESTT,

VTAMA 7 U —A% 18 BRI/ NRERBE ICER LB nRatt LAtz ->nTidb
o CUVER A

VTAMA 7 U — A% ZERICRAENZ, ROZEEED, HR2OfBERBIC oW T TERM -
FEAHMICBELLEEY,

s HEFOF XTI NN BEHET A FEDH., VTAMA 7 U —ARBIEOPOIRRICEZELE R
FEF b THnEREA,

s BELPOF I ANBBILTEFEDH, VTAMA 27 U — ABRERHHRIBITT 5008 200
Pbhvo TWER A, VTIAMA 27 U —AOE AR IR T 572 OREEOHFIEIT- SN TR
ERT - SEFHIETC THRIE C TR E L,

N OB, —BRAERR, X IVH, =TT A Y, BRERRERA LT
BT _TOREZDOWTER - FAMICBEA LIS,

VIAMA 27V — A3 QL SITERA LD IWTThe
« VTAMA 7 U — 403, E#fi - SR ORI EBIICTHEACZE N,
« VTAMA 7 V) —Ald, SEORBREICOR, 1 816, ${EoTIEEW, BOBRELL
HOBETC VTAMA 7 U —LEBLLNWEIIZLTIEE N,
« FOBFCEALTWAIEAZRE, VIAMA 7 ) — A5 BoBIIFEH-TIEIN,
* VTAMA 2 U — AZENMIB->Th boifii, Bo T RizFbBoBICF2E->TL
o=

VTAMA 27 UV — AT EDQ L 5 RRERPRZ 2 FEERH Y T2
VTAMA 7 YV — ADEEHWERIZELTO LB Y TF,
s EROBESFRSENTHEY EAZZ L (RER) . TS

« FRONEROTFE LN, (ENHEER) Al
» PHOF A, HE, HEVE, BT L ARRMARY, K« BA
B0 BLRG DTS

VTAMA 7 UV — A TRIATAEEOHIEHER X I TTRTTIEH N £H A,
BYEF - BE3 2 [E 5A0Bh =134 M ERM T kg < F &y, BIERIZ-2WT FDA (1-800-FDA-1088)
FTETHENETWTEMEERTA,
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VIAMA 7 UV — AR ED LS RFRE LEL XNWTER?
* VTAMA & U — A, 68°F~77°F (20°C~25°C) OERETHREL T EEW,
* VTAMA 7 U — A B HRE SN TEE Y,
* VTAMA 7 U — A%, BEOCBERT CHEELTIES N,
* VIAMA 7 U — A% 8%, T TOREEFFELDOFOBMARVANICRE LTI EE N,

VTAMA 7 V) — L DREPOFHRERITRT 55— 2158

B, BEATEROMFERREIN TV ARAWVWERNTOLFEINSZERHDET, VTAMA 7 U
— Ak, AFERTEEHREERZAFERICTH L THER LanwT<Eawy, X iz L LE
ROHBHFTHoTH, VIAMA 2 U2 E MO ANTHITFRNTES 0, TOANCERES RIT
T LhERA, EFFEEEINHIERSNE VIAMA 7 U —A0F#H 2 B8RO OBEE, 8K
JEFIAI SOOI ER - FEAECBRR{TEEN,

VTAMA 7 U — ADREMIT T ?

HEhRisT : tapinarof

WK BEFR, CTFAE P iz, UK, PaFlrrs)a—LE o
Frx—F N, =7 MEF U O LKW, HALT v X, REEBBEY SV RY R, AFT L
A2 ARV AFVITF VAT T INZ—TN2) |, ATT A2 (R AFx2F L ATFTY
L= F20) , RY DA k80, T LY 3, BERDK, 7B R U s KT
¥

BEIRSESE © Dermavant Sciences Inc., 3780 Kilroy Airport Way, Long Beach, CA 90806
S HIZEELVMFRIZ oW TIL, www VTAMA.com & 2RV 72< 2, 1-8DERMAVANT (LB EEE 72 &0,
HEFERF © www,.dermavant.com/patents

VTAMA & Dermavant Sciences, GmbH Z13% OBl o0 B RS T4,

Z OEEETIHRKER G ER SR OKREHTVET, FEATH : 202245 A
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2 iy il =
1.7 [FIFL[R)%hdh —Fgk

1.7 RS —Ex

JTE-061 (PAF, AF|) OFEEIIohEIT 7 Utk RO (2GR 2 FELT
WA, BFRIEC (7 b Ee— g 3 [EE R OPDEIHREZAT HRERS (3
RO ERF DS b, B TARRENEZ2HETD) 0—EEER 1 IIRT,



il o i =

1.7 Efakgh&—EE

# 1 FEEDH—ERX
— : R T NT 7 A TE A% o — VAR
o R L2 F AECET 0.5% EA B MKE 0.3%
U 5e4 TAEFw—7 V—5b1% ;l/;;_l-\iéégo 25;} %/:, -é)b]\]ﬁi(k% I%o 20 ng/g, W TATFoN | 25 uglg, AFYa—n
' A0 —3ia 20 pglg t—3is3 25 uglg
I FNALF =T U7y ITALb S AN =K TR P I h—
TR (Tapinarof) (Delgocitinib) (Difamilast) (Tacalcitol Hydrate) (Maxacalcitol)
Sfh AAE o EERAST | AAREFZEESENSHTE | RERIE ST SR IR = iR R L
BHEXIE | 7 b E— e, N o o B VRN, fOWREERY,
AR B R 7R EIERR ThETHRRR | SEheE SR (LR, SR
P acE X = .
B2T - 2003 1 A 20234 12 A 202357 A 2023 # 4 H




4k 20234 | BokdT (H o)

4 20224 6 HERET BRI RO EES
8726%9
SHEVRZFF—1 JAK) BREH
FIIFTHE
N | L IFL =054
AL I F L =025
CORECTIM® ointment 0.5% - 0.25%
Bk | HIRER W 0.5% B 0.25%
o ASSNEARE ¢ 3605 (WLFFO.5% - 0.25%) BEEES | J0200AMX00045000 | 30300AMX00243000
) EE—EMEOMSEC L VERT AL BREHE 20202 6 A 2216 A
2. BR (ROBECEHES LB L) 11.2 ZDBOBIER ‘
ZRFIO ARSI U OBEIED 5 B 1%ELE 19 7Rl
s ERUBEDE | BMSERE 2.4%), |[OB~LAZ, B~
" LRI WA, HRIEE, B
gﬁﬁﬁgﬁ& s
1 485 _ B O TR A%
Fg | L2 FAMEEOS% |2 VI FLEEEED0.25% —f& - £ BMEECE RS EE (2.0%), B 5 Em
ﬁ(?;g? FLTYF=T5mg FATYFZT2.5mg SEMORE ngﬁgmm;m, TR
WA |BETE0 Yy, 5Ty, RTTT .
3-2 RHDIR 10,1 B ARORR
B ek (315 74 HR0. 5% 14.1.1 R, BOE, B6 M BEATMLT BT S ABAD
h|BEOBE AR B 2 &
14.1.2 F—, BRICA-B&E, B IKTHROET I L,
. SERETR B, BUCAoBEE, 51K THROET
7 RN 15. ZD{hOER
15.2 FEERAREtERIC RS <
6. FERUMER FEBRPREER IC T < fHER

EHE, A, 0.5%MAEIR2E, EEEZERICERTS.
ad, 1EHi0ogmiiasgE tlT s,

EE, NRICIE, 0.25%%MAI% 1 B2M, EEEEBRICERT S,
FERCISUT, 0.5%MAlEIH2ERF T L LN TES, 28,
|Eld7= 0 0EfEfitsgE e 548, FEEENTH &,

7. BERUHBCEEY DS

7.1 1B &0 oA ERTHOINE TEERETEI &
7.2 0.5%MA TR RRAEMCIPHCER OB PR sz n
BEeE, EREERLETAEIE,

13ﬁ%ﬁ&%btﬁéﬁ@ﬁﬁ&%@%%@ﬁoufﬁﬁu

?tﬁmkbtarﬁﬁbmm;aa

7.4 ANRICOSORBIM RER L, RS LEER, 0,25%M

FlAOEEEFBHNTH &,

9, BEOCHEERETIBEICHTIER

9.1 &#HE  BEIEZO&HDES

9.1.1 BERIMEREMESBH
BRBEGRi A B THERAT A &, s, PT2ATERT
AB|EICE, HorLOBWLRER, Ko, VAR, REE
il L 2WEEITY, BLLHIhGEOHEASERTAZ &,

9.5 #1i3
ERIIERL TWATEED S 2iciicid, BFLoFRE
ﬂﬁ@&%i@ét%%éﬂé%Alwﬁﬁm?% & W
£ (v b, BOBRE) T, BRIBTTLC t@ﬁﬁén
TWaD, i, mmi%(v}bﬁuvﬁ¥ BOS) T
Kﬂ@ﬁkm%%ﬁmﬁwémﬁﬁ(Ammomm%&ama
EOBRBRTE - BRETEOHEMASHEIhTHDY,

9.6 IR
R LOFERERUBISECREREERZE L, BACBEX
RRIEERFT AL, BMER (v b, BO®KS) 7, 4
HP BT A eSS TVEY,

w9, 7 JNEE

EHEFER, FERRUeH ARBOILIB2HEIC, FHl
RUZRSMEEEHEE U BREBIISEHE L TV,

1. 8IfEA
WOHERE S cbhe b 0T, BEETAICITY,
BEIRD SALHETIIRSEHIEY 50 SHDLME 2T
ST ke

S b AVERBOESPARERBICS LT, MR
(10mg/kg/BELE) BRUBEFOREWE 3mg/kg/BELE) »8E
B oMt Ty MIARU0mg/ke/ B REGOR/E L& &
DFELITF7ORER (AUC) &, BREERREICBY
IR OSSR UG TH 2729

16. ZEipEhE

16.1 Mo

16.1.1 16IERLED T b — MR BN EE
6B b7 b #ER 0 SR ET AA10. 5% % | Bk ASg, | H2ERATE:
fil, FRIyFo7omEFHEZMELL (ERTR  1.0ng/mL}.
FlTrF=ToRPMEFRE S L BENS I, BEHOURETR
11.9% (59/494f1), #HAR1BHIETIE15.8% (65/4114), BAABARKTIE
14.2% (54/38018)), BARS2EEETIX11.5% (30/2624)) Tdhoi. BK
fElE, BAREETIZI0.8ng/mL, BFI2ZAE T3, Ing/mL, EH280
B Ti213.3ng/mL, BAASZEEFTIAT. Ing/mLTdH 2 725,

16.1.2 2R E16REREO 7 R R B
B IO 7 b U E s BRI AR R 1 ERASy, 1H2EEM
AL, FAIYF7OMmEFEEEaEL L (ERTR  1.0ng/mL).
AEI0. 250 % M LIS, FATLF o FomrhiEsm s g
EMEL, BAELARTIE4.9% (36150, WHdamciis.0% (37600
TdHofee MKMER, BEZER T4 Tng/ml, BRANF TR eng/mL
THol-. Tz, HH0.25%X120.5% O RIFRATEIME, FLTTF TS
O PMENSRE SN BENSE, BWIZARKTIEG.4% (11/67H),
WA TIE4.9% (B/6MAD, WEASoMRETI38.8% (5/57TH) Th-ot.
IR, WHmS2EROL.8ng/mLTH - 20,

#%16,1.3 on AL ENEREGO 7 ISR NERE

61 AR E2ERERHO 7 P - MR EE I RFE IERA2 .5y, 1H2E
BEHZHL, FASYF_TonldlgsiELs (ERTR:
LOng/mL). FA I+ omrHEMH S REN &R, &
R4 TI331.8% (7/2201), HARBMERF Ti1d22.7% (5/22401), M#is52
MWRFTI24.8% (1/218) Tdhoi. MKiEEE, BHAAGURTE2. Ing/mL,
AT2SGHEBE TIE7, 3ng/mL, BASHERETIL].Bng/mLTH k7.

16.3 9%
FNIvF_JIOr CNEREEE &R ,8~20.1
vitre) Vs

16.4 {5H
FNTFTE, EFPERIZOY-ARTUE FFARTIEASA
Hipof. FLIYF20R, erFIZav-AaltiunthThicfR
BEN, ECYPIAATET S (in vitro) ¥.

16.5 HEtt
Sy MIBCER L ATV I Fo S 2 BRMHRE L& &, BE51685
Bl & CloR SRS %A P Hilt 2 A, 30. 9% EhiC i
Ahie, Fh, ARICHCHIBLAFTAT v+ T2 BRARS LD &,

-1

WBTdH=7 {in



45 168RE R4 & TICHR S MATHED6S . 6% A FRICEElE S h, 27 .5%H9HE
FICHkE S L,

16.7 FEAMEE(ER

FNIF =T, P-gp, OATIRCOCT20EHTH5 (in vitro} %.

17. BRERRER

17.1 BHMRURLECET 35

17.1.1 SEMBLERRR U HGEERFRR (QBAI1EER) ©

WREE~ AEEY OGN EO T P B EISSRE N RIC, &

AI0.5%XIE 77 & 1H2E, 1ERAS SR aAfRERALE. 08,

RESTATHE BT RAI0, 5% 1 A2, 1ENGRog % 245 R AT AR L /052,

FEWEEH TH L BMAEE (RRTMHEE) Omodified Eczema Area

and Severity Index (mEASD A 7EY B{LRIZ, RIOEBNT

Bl

E1) mEASIA o710kl L, Investigator' s Global Assessment
(IGA} 273 (h¥E) i34 (HE), RIELESEHEO%BSA
(&G ORERIINT 2RERES HEAMOTE) 10824 1£30%
AR

H2) BORFoq FERE, Yooy ARRNE, SO snafy
B, b FENRE ML-4/I3RBEE S 7O ARGRA, XK
AERRE AR E L (QELE, A7 O FHBRRR, SHEX
LEICROERTREL L), E8BRUTIIREIRveh T
Mo,

#3) BASIAO 7 HoBEBBORAI T 2BV ALO

# IME BRI 57 S mEASI R 2 7 & {LE

mEASIA 7 mEASIAZ7 ficd i P
B | @ Tiow | [95%EHEE)
miss | ems | Os@EEEA) | pme
KA ~44.3% N
(106{)) 14.2+3.5| 8.1%56.5 [-51.8%, ~36.6%) —4'6.Uzo
F5u R N N 1.7% ["592‘6‘"0“0331‘9%]
(o)) | M0E38| 153578 |1 g e 12.5m] :
T £ R

a) A AT A ARHER, EREERDLETSRBAUHRT TRV HSRR

AFI0.5% % HE L BE 8T 2RER R, 5.8% (9/15461)
TH=ofs. ELEHERIR, HAKEHRINE] 0% (/1540 TH-1 .
17.1.2 HHERIEHR (QBAS-2E{ER) 1
VR ~ TS D168 L7 b C— RS RS0 % s, R
0.5%% 1 B2, 1EHE Sy %S0 Eallm L,
mMEASIZA D7 (i fF0EE) 13, BAHLERE.814.9, B4
Be6.35.1, MAR28MENES. 95,9, AR5 ERES.846.5TdHot.
BUERISEIEERTIS, 19.6% (69/352f) TH /. EHBIERIL, WA
AR LE3. 1% (11/3524)), BRI EH2.8% (10/35240), AR
frgeig2 6% (0/352(0)), WREMEAIRIZ.0% (7/35200) TH -7z,
H4) IGAZR 72 (8BE) LLE4 () BUF, Zemefkd mE0%BSA
5% 30% R
ES) SR FO4 FERL, Fro)aZRAENTE, Sorsaify
AL b FEHRYR PIL-4/13RBGE S 20— S LN, %
RN & L, AF UL FOERNZ, BERMSITHED
HAWHEE L. BEREUEMRIREVL AT DT,
17.1.3 BMEERERECHERERHE (QBB4- 155 @
PRI ~ IS 2L EloMRilo 7 F - EMAREITH e &
2, FRFI0.25%3E 75 FE1EH2E, 1ERASgF4ABMEEEREL:.
FEREES TH S EmEN CRETRER) OmEASIA 37 E{LEIE,
D EBUTH» . TOH, HHETELEF TEEA0.25% X1
0.5%% 1 H 2, 10HEAR5g %2 B E M L Ao 80 88, AKJ0.5%%—
BTLHEBALAREREE, SRMGE (Rt cRm0.25%% Bm L
B TY6.1%, 7 RERE (RERBT TS vAEEA LR
T85. 1% Td o . AHBIARE TR0, 25% 3150, 5% 05 47 4 B RN
B, MEASIZAT 7 OBGHRERFELL. WA T, 77 AHBlETH
R0, 255 FIA R U0 5% & B 1D, ARIOERFHBEIIMEASIA
I OWEHE SR, BBEAENTL TOBRMER L.
i£6) mEASIAZFSELE, IGARZ 72 (BEE) Dl R4 (HiFE) BUF, #%
ER S BB D%BSA S%EL E30%HE
7)) BORFO4 FRUA, ¥ 700 L 000, g0vroAsy
R, v MR ML-4/138FEE S 2o —F LiREREE, K
BB GREFLE Lz (4L, ATo4 FHRABIRUY 4O
UL AR, BEIGSICROERATES L) . Bk
BRUBBEZAVSAT LR P .
FFI0. 255 THEFMAR MM L . 22720, mEASIA I 7101
L OBE AR 5% TR RT RS L. FH0.25%0HEH
i, IGARI7H2 (BEE) BLED>HR0.25%DMEAT+5 &
BEEYEEMAHER LS, FROSNA~OEERWREE L.
A0 ZHOMARI, EREURLESFEROL, BHEYE
RO B TARIC. 5%~ O BB TS Lz,

)

-

22 WIAAHKRE (M) 231 AmEASIA I TR

EASIATT MEASIZZT || BEE
i i AR FER [95% {2 FHBLRT]
R 431 [95% AR /) pAf
RABE o 7as5) 59xs3 | 03% -50.2%
(69%1) [-130.5%, 60.8%] ,
F=u R N N .03 |8 '321'29"]
(osg)) | [O6E42|10.TECA g g0 g gay| <0000
R AR

b) M= 254 AANERER, RRIERMRET SHEHRETLEAWLES R

FHY0.25% 10 5% FEH Lz BF TSI ARERERHFEEE, 9.6%
(13/13661) TdH -7, TLBIERZ, HASRIEES2.9% (4/136#)
THol

*#17.1.4 SENIBRABAR (QBB4-25ER) 7

BE~TEEY) Oox AN EUERNO7 - E M B EFE R
iz, AA0.25%3130.5%% 1 526, 1ERA2.5g45BMEHIEA L
;f:’&lﬁ) i—tli),
mEASIA D7 (ioff + S MERE) 1k, HARHIBAREID. 1 25.4, BAR4l
FE2.6+3.0, HEAR28MER] 72,3, BARSHNRE] 722.0TH .
EeRBHonaboi.
H9) mEASIAZ7Sbl Lk, IGARZ 72 () BiE4 (HifE) T, #%
HEE D BB OBBSA 5%LL E30%
EI0) BOAT DA FRE, #7004 AKNERE, BOYsoa#
D RIAL, v bR ML-4/13FREEE S Fo-FARERAL,
FIEHEIARLE L L (AT o4 FAERE, BELREE
BROMAEES L), BHEBERUERRRAVWsRT Lo,
AF0. 25 THRAHMIE LA, 272 L, mEASIRI7A0M Lo
IBE AR 5% TR %% Uiz, BEH0.25%0H AR, IGA
ADTHL (ERE) BLEA KA. 25%0YRIF-5 L EEEY
EAARE L =15, KRIOSHRANDER LIS L. &A
0.5%0EEMAE, EBRETRSESEEE0 L, AREXERO
Hr A0 5% ~OEEETHEE L.

18, FEINTREE

18.1 {RRREERF
FLITVFoAL, PRAFFT-E77 3U— (JAKIL, JAK2, JAK3R
UTyk?) OTRTOFF—VERE2BEHTETHI L&D, Hrod( b
NA w2 FFNEERALET 2. AEEEFCETE, Y1 FAT 2
L DEs S B RENRRURENROEELE MG LT R oRiES
M 3. Fiz, P4 i PR EDBERE NS (FO5) %
Mg 512,

18.2 JAKITH T 21EF
JAKZ 7 3V —OF5—¥igks, 77/ 3 BEHS L THE
L.

18.3 B bho YU FIARBRICHTDER (in vitro)
EMERIIBWT, B4 A4 IR DERENASTATY VEEEHE
£ AW

18.4 SUSHIIRRUSEBRICHT 2R (n vitro)

F4 bAACICEDERSNSE P TERE BB £ I L.
Fhe, YA AACICEOBRENSE bR MO ORI S
A b HA rOEEFIDEH L.

18.5 T v FREBREFIVICHIFTDIER (n vivo)

T ME—MEEEETILT Y MIBLT, ENOSESIEIL .

18.6 ¥ RIBEHTENICH S BIEA (in vivo)

TIAIBLT, L-3NIL D BRENAEBITI ML .

1%, BURSICAT 2B{EENHAR
—BIEH - FATLF =7 (Delgocitinib}

)

{E54 © 3-1(35,4R)-3-Methyl-6-(TH-pyrroiof2, 3-d] pyrimidin-4-yl) -

1,6-diazaspirc[3.4]octan-1-yl]-3-oxopropanenitrile
FF 1 CisHisNeO
SFHE 310,35
# R EE~HAREORKE. SAFLALSEFYE, N N-UAF

WARLAT I FREN-AFLEDY Bricmlitedd, & A

FI=RFLy /= (99,5) IZiEIHZ .
{EERHRER

N 4\\“
N
HN
—
HaC

SEFRHE  Log D=0.6 (pHT)



21. XEIRM
B A/ EEHIEEEOL, WNCEETSC L,

%22, B
(LT F LAE0.5%)
5g [104]
10g {102}
(D7 F LAEE0.25%)
5g [10%]
3. XENW
1) #PAEE  EREEREE (202041 H23H &, CTD 2.6.4.4)
[COR-001]
2) #AREER s ARy (202061 238K, CTD 2.6.6.6)
[COR-002]
3) HEAFEE  SETHIEREE (20201 H23E8 %R, CTD 2.6.4.6)
[COR-003)
4) #pIFEE  AABEEREE (202081 823E&E, CTD 2.6.6.5)
[COR-004]
5) HAFEH B IR UE DHE ARG ST (202061236 K,
CTD 2.7.2.3) [COR-005]
6) HA¥EE  EIALRR U SREERE (QBBI-1RE) (20215
3ABEAYE, CTD2.7.6.3) [COR-030]
#:47) AR SIAREEERE (QBB4-2E) [COR-039]
8) #PIWEE : WEEIEREE (202081 B23RERE, CTD 2.6.4.5)
{COR-008]
9) PIVER : EERIEIER (20201 A23ARE, CTD 2.6.4.7)
[COR-007]
10) #pEs  BIHELREUHEREERRE (QBA4-1RE) (2020
E1H23AFE, CTD 2.7.6.6) [COR-008)
11) shAEEE S ERIEE R R (QBA4-2ER) (2020F1 A 23H R,
CTD 2.7.6.7) [{COR-009)
12) Pa¥Esl « JEah3kInEER (202081 A23RREE, CTD 2.4.2.1)
[COR-010]

24, XEERERUBLSDER
DERGENAT SEENkE
T 103-8439 BHURER SR B AHEARNT3-4-1
TEL 0120-316-834
FAX (3-3231-6890

5 PP T Gl S L e e R
T 103-0023 HUEER A2 [E B AHEARNT 3-4-1

26. FOSHRFTIRER
26.1 SEERFETT

BAZECERMRASH
R EE SHRHAIS-4- 1

26.2 BR5EIT
BEELHEAS
SRR K B AEA T 3-4-1

COR06-D12



% 20235E12 S ET (36 4 KR)

2023 § HET (38 3 1) Emfﬁigﬁﬁ%
Bk SRS 7 bR AR BE0.3% R 1 %
FEhAR : 3014 F ST ISR MEH %}EEZ 30300AMXUZ();;;F:;gaﬁﬂAMx00437
WG 5 ® doly == -

B EE-ERSORLA B LUEATIIL E -{t "J h EA r%" 0 .3 %
= ki = 4 0
T8 E1%
Moizerto® ointment 0.3% * 1% SD 1582504

BE(ROBEECEHRELENIE)
FF ORI L CRB ECHAROS 5 RE

3. fERE - MR
3.4 8k
WS
L 7
A50.3%
B4 ¥ b1
1% V7733 A Mong
3.2 BFOMER
FHIZHBORETH S,

. WEERLHE

FhrE—MHEER

6. HERUVHE

MR, A% AN Z 1R 26, e BERIC AT 5,
WA A0 3%EA) 1B 201, ML BT A
Th, RIS T, 1%8HA %1020, MEs DB
BT HENTEDL,

. BERUARICEET 53R

7.4 WAt BBEOWR. Imd Y gk HEE T2 L,

7.2 1%557 CHMFGER IR 0WHEF#d b h
ek, EREPET2ZE,

7.3 SEMAYE LR ik s o BBz onT
HEt L, B EMIChL-THERLENZ &,

7.4 NRIZI%RA EMER L, R E LS.

0. 3% WA ~DEBEMFTTH &,

9. BEOERZFTHREFICHT IR

A AHHE - MERFEOH D ES

9.1.1 HEEEELE RS B
MRS 2 AT 8. B, 2zl
THHETLIEAICE. Hod LdETRinEd. iy
A NVAH], MEEAC I HBWETI. HLIEIH
LEOHHEERTAZ L,

9.4 TEREEHTBE
WEIRTTBE & etk i it A# RGP RUVBERTH—F
HIENE 0 T 2T L 3BT A2 k. [9.5 K]

9.5 1118
ERIREIRL T Ao H 5 iz, #5L0
BN EFETL v, HEREMET v b ETICE
WT, BRI ERO63MEDIRE T, k- BROFELHE
BEECEROLEHRREESRIEIHREI TV AY,
[9.4 £8]

9.6 BRI
WL ORHEERCHAREOT R L HEE L. BA
OB P FRET 2. T ER(MES v 1+
BT CHBWT, i~ 84T (FLiE il i i3 e e
WD) PRE S RTWw A2,

2.

RN
HtTv) », HiljAS
T4, I vay,
N3 747, RE7ToV
L

FENR 5

1g
V7733 A Fimg

[{=]

)]

9.7 /IR
EMAETIR, FAERZASEIGARMORIB2 S
ELAUMETEe AR E L BRI £
LTwvidzln,

1. BifeH
ROBMMEA M bbbl L iHd0T, BEs 4
2T, BEAED SRLEE IS 2 RET 5%
LA REEFS Sk,

11.2 FOHhOBIER

0.5%2L 1

IR0 PR B A JE b A It

2(1.19%), MMEH

B, £ N

14. HEHE_LOXE

14.1 BHRSHOEE

14.1.1 B, §0, HerCRMEBRELTWALFELA
EEAORMITBITE L,

14.1.2 HH—, RiC A - 28e.
:: &'.o

15, FOAOERE

15.2 JERRFREERICE T { 154k

1521 OB (Es v b+ W) IBWT, BERRER
DK OUEF T, M LA - FITENR - NOSIIREE, K
THAGMH ., A TROHEE T, BT REERERoHME,
FMBRHEE OBEEICBTRRSE - 2HEECETRY
FHIRMIET OB MAREZhTNAED,

15.2.2 Thipaes (s » b - B T)ICB VT, BERIEFHGL
D263 DR T, ERE - FEFEORMEIEESMT
w&%

16. HE4ENE
%*16.1 MthigR
PERERR AT AR, INW, 1% R INE5e% EWEEN
1,000em®C1 H 2014 H R B A L 2= 0% 0 s il ek R B
CEESIIE S A — & FE16-1 R UE16-1IZR T ARAN0. 3%,
1% R TF3%IE, Wb EEEE7H BICEFRBIE LAY,

0.5% kil
il R R B 9
i, WA Y
. HERLEE Y 2

BT
LR DA AN
8 R
343 1 BB o M e

| B2 19

BB THEViET

25
—~ —o— 03% {15mg) (36)
g .| o= 1% (51mg) (390
= —a— 3% (150mg) (88)
% 15
e
K
i~
nt
!
N
»n *
% 05 |

0

8 12 16 20 24 28 32 3% 40 4 48
Hripthiem (w)

RI16-1 fREERL A A4 B AH0. 3%, 1% RUB%EE AT
I i BEAIERY (STFI8ME + BRI {RE)



F16-1 AH0.3%. 1R UKABAGNOBEIENS A —F

fmax Cmiax AUCum tiz.z
(h) {ng/mL) {ng * h/mL) (h)
e N 4.12 2
A0.3% (0. 00~16.00) 0.506=0.348 [ 4.65+3.07 | 19.3x7.5
ek 1 07 3.56
Al 1% (0.00~4.12) 0.795+0.208 | 7.84+1.78 | 19.7%5.8
6.5
AHHI3% (0. 00~10.00) 1.65+0.462 | 16.6=4.99 | 21.0%6.5
CEIAE 2 BEHENT A, tman 0D S UL (R~ T CHD . B19)
a) 34

(P hE—MERERE AN
T YRR B 5 ENTARO0. 3% R 1% E 1 H 2
SR MEER L2 0FEEMYEdR 5 7 RER. 2hihl

W#HC1.68ng/mLE UM, 89ng/ml. 4881 TL.9%ng/mLED

6.07ng/mL. 8B# T1.72ng/mLET6.13ng/mLTCH o7
oo IS S R — & T HI6-2IFRT.
FHO. %R LI%OBRAGEHE ) TS HETHELRY
77ISAMOTESMYES NI 7RERANOLE2E KR
i laB %, 4%, SEBTHEL Twi,

#216-2 A0, 3% M 1Y MR O IR AT B 0 S TR 8 5 A - &

tmax Cm'u AUCﬁh

am (1) (ng/mL) (ng* h/mL)
AF0,3%
HElA | 11 a ggfg a0) 4.01£5.90 22.0+34.7
PR 1.94
LN 8 (1.83~8.03) 2.07x1.47 11.6x7.23
A #1196
w9 1 S8 e | a16e376
Bl A 1.84
AR [ (0.00~3.83) 10.4£3.68 65.2+26.8

(PR + BN tinas @ PV HEAN] Gl /M~ Bk 2 ANED)

(FrE—TEREREBE RN
T bR S (20~ 14IR) IS AAH0. 3% B OF 1% E1H2
B A LR o s + 5 7 B, Thehil
T1.08ng/mLETF2.88ng/mL, 488 T0.99ng/mLE T
2.3Ing/mLT&H o7z,
A0, 3% B L% O UMK (%) ok ARTHE LAY
7733 A FOFEHmYgEF S 7IRER. AROIO2EREH
AT 1. 4B CHUL TWEY,

{7 b — g e Bl (318 8 ~1REOILIHIR))
7O R g AR (30 ~ TR T AHIO0, 3% (364)) B 1%
(23@) ® 1H 20, 488 LBEWA Lo R0 4050 0Ty

MY RE L, #hEh7. 15n0g/mLEF12. 7Tng/mLCdh - 7%,

#2023E1ASBHF—F Ay b TIRETRONLF— Y2 H
Vo E S R

16.3 44
MR A ERIE9.7%Th o 727 (i vitro, BHLODEE
#, 0.03~3ug/mL).

16.4 L
V72725 AM, e MFI2 0V —AF 70— AP40@
HFFHOH B, RIRCYPIAZRUCYPIA4IL L h {2 59
(in vitro) o

16.7 SESMAEEER
V77372 M AHERS(BCRP)OXETH Y (in
vitro) o

AR ORBENIRACSIT B REE. RFN%E D8
A Th B,

17. BEBRRGIR

170 FOERTREMICET2ES

17.1.1 ERE LHEER (RA)
TR — R 45 B RNE640) (15~T08 ) 2 MR AKI1% T
WA A LA 28, GEMHEA LAY, TEFED ThH 555
SAFBEDIGARKGYMAIZ. RIT-10OEBVTH Y, FHIFTL
HB IR AETICEA - 2= (p<0.0001, Cochran-Mantel-
Haenszel#iE) o

2

#17-1 54N B OIGA RIS HA

HeFINE AR
(18210) (18241
IGA Bt HE(9%) 12.64 38.46
el po (959645 Wi M [B.18, 18.36] [31.36, 45.95]
s el -
Piil{® - p<0.0001

AIGAR T HOXILIT, Ho2B B L Lo By ol IGAA
27 AR OB AN E L THo e,

b)R—A T4 YIGAA 27 (2183} T 5 IA T & L A-Cochran-Mantel-
Haenszel 4

EIVER I E 1821 (0.5%) Th v, BIERET b

E—E e Tdh o 20,

#1)Investigator's Globa! Assessment(IGA) A 2 7 %2 ($4E)
T3 (FPUEE) . TG B (BRAE % B <) AME IR 5% L
E40%EF

H2)TF PRI B R S, BB
IR L TR,

17.1.2 B LEEER MR)

T Y S U251 (2~ 1488) AT, A

(0.3%Xix1%) XM 7 1H 20, 4RWM AR LA, EEF

i E Th 2SR HOIGAR W EIE, HI7-20LBH T

Y, REBZEABIC LT RO F TS - 72 (0, 3%8E

p=0.0005, 1%%p<0,0001, Coachran-Mantel-Haenszel#ifE) .

H17-2 12 54N DIGA LSS

AR A 304 | ARG
(831) (83) (851)
oA |PIEEG) 18.07 44,58 47,06
Rz |LOSREMAIKINT | £10.48, 28.05) | (38.66., 55.90] | (36.13, 58.19)
P> - p=0.0005 | p<0.0001

DIGARA I T A0XIXIT, o2 LYk L = oid. IGAR
I 7 BERAMOH SIS E LT

L) R—2AF 4 YIGAZA I T (23113) ROFEM(2~6. 7T~14) FHIE T
& L 7zCochran~Mantel~-Haenszelfi o IGAIZ2WTIEM BRAGIZ &
0% Midh 2 Wl L.

R SERARE 1L, AHI0. 3% T8 s (6.0%) . HH1%

TR AN (3.5%) Th o /oo WIMEAE, A0 3%H TR

WEA 2 (2.4%) ., BEEIW(1.2%). IFREREERELR

{1.29%) BUF7 2 —PEEe M 48190 {1.2%) . ARII%H TR L]

#(1.2%). 7 P E—EE MBI, 2%) R UL RIS LA

(1.2%) T 71,

# 1) Investigator's Global Assessment(IGA) A 2 7 H32(§#4i)
SOE3(waE) . Wit (SRR & B { ) AYE FLImAY 5% L
124006 8LF

EDT PRI KT S E R, BEER Y
W R LT,

17.1.3 BREHeSER

F o Y S B TN 3667 (15~ 7058 © 166f, 2~14m% ¢

200%0) & pH s, AF R A%, ARIR0.3%I31%) £ 1H2

B}, SZ2EMEEAED U, S50 OIGARGTH G IRA

T34,94% (58/1668) ¢dH U . /MB (&) T1352.50% (1057200

W) Cdh o7

MY ARTEE . WA TL166M5 1410 (8.4%) . /MR T2004
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EbIcEREhIET A&, MIFHALITA, RAH
Ny DEQEPEMBE LTV, PBICBCTHRE
EONFETS> T &L [11.1.1 £8R]

14, @R LDFE
14,1 FERIZEIFDER
14.7.1 {EHE
(1) R & LA, SRIcERLEnT &,
(2) BEICHI - FTREORBEFRICMAZNED
FETaIL,

16. Bk

16.1 MR

16.1.1 BERAETF
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5-[(1E)-2-Phenylethen-1-y1]-2-(propan-2-yl)benzene-1,3-diol

1.9.2 INN
BRI OEE—fE4F (INN) X, tapinarof & LT [Recommended-INN: List 78 p.555, WHO Drug

Information, Vol.31, No.3, 2017 WHH T TW5,
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(2) Recommended-INN: List 78, WHO Drug Information, Vol.31, No.3, 2017
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WHO Drug Information, Vol. 31, No. 3, 2017 Recommended INN: List 78

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 78

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health
Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 {Resolution EB43.R8); Resolution EB115.R4
(EB115/2005/REC/1)], the following names are selected as Recommended International Nonproprietary
Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does
not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-113) and Recommended (1-74) International Nonproprietary Names can be found in
Cumulative List No. 16, 2015 (available in CD-ROM anly).

Dénominations communes internationales des Substances
pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 78

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du
choix de Dénominations communes internationales recommandées pour [es Substances pharmaceutigues
[Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9),
résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont choisies par 'Organisation
mondiale de la Santé en tant que dénominations communes internationales recommandées. L'inclusion
d'une dénomination dans les listes de DCI recommandées n'implique aucune recommandaticn en vue de
I'utilisation de |a substance correspondante en medecine ou en pharmacie.

On ftrouvera dautres listes de Dénominations communes internationales proposées (1-113) et
recommandées (1-74) dans la Liste récapitulative No. 18, 2015 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias
Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 78

De conformidad con lo que dispone el parrafo 7 def Procedimiento de Seleccidn de Denominaciones
Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of Mund, Salud,
1955, 60, 3 (Resolucién EB15.R7); 1869, 173, 10 (Resolucién EB43.R9); Résolution EB115.R4
(EB115/2005/RECH) EB115.R4 (EB115/2005/REC/)], se comunica por el presente anuncio que las
denominaciones que a continuacion se expresan han sido seleccionadas como Denominaciones
Comunes Internacionales Recomendadas. La inclusién de una denominacion en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de fa
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-113) y Recomendadas (1-74) se
encuentran reunidas en Cumuiative List No. 16, 2015 (disponible sdlo en CD-ROM).
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Recommended INN: List 78

WHGC Drug information, Val. 31, No. 3, 2017

Latin, English, French, Spanish:
Recommended INN

DC! Recommandée

DC! Recomendada

Chemical name or description; Molecular formula; Graphic
formula

Nom chimigue ou descriplion; Formule brute; Formule
développée

Nombre quimico o descripcion; Férmula molecular; Férmula
desarroflada

acoziborolum
acoziborole:

acoziborgle

acoziborol

acrizanibum
acrizanib

acrizanib

acrizanib

4-fluoro-N-(1-hydroxy-3,3-dimethyl-1,3-dihydro-
2,1-benzoxaborol-6-yl}-2-(trifluoromethyl)benzamide

A-fluoro-N-(1-hydroxy-3,3-diméthyl-1,3-dihydro-
2,1-benzoxaborol-6-yl)-2-(trifluorométhyl)benzamide

4-fluoro-N-(1-hidroxi-3,3-dimetil-1,3-dihidro-
2,1-benzoxaborol-6-il)-2-{triflucrometil)benzamida

Ci7H14BFNOs

F.
H H
N

0
I
B
A Y
o)
CFy O
CHa

M4C

5-({B-[(methylamino)methyl]pyrimidin-4-yl}oxy)-
AN-[1-methyl-5-(triflucromethyl)-1H-pyrazal-3-yl]-1H-indole-
1-carboxamide

5-({6-[(mé&thylamino}méthyl]pyrimidin-4-yloxy)-
N-[1-méthyl-5-{trifluorométhyl)-1 H-pyrazol-3-yl]-1 H-indole-
1-carboxamide

5-({6-[(metilamino)metil)pirimidin-4-il}oxi)-A-{1-metil-
S-(trifluorometil)-1 H-pirazol-3-il}-1H-indol-1-carboxamida

CazoHisFaN,O2
Q H
YN
£~ N f
N
H,C” "o !

CH;
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tapinarofum
tapinarof

tapinarof

tapinarof

teprasiranum
teprasiran

Heavy chain 7 Chaing lourds / Cadena pesada

EVQLYESGGG LVQPGGELAL SCARSGFTFS SHDMHWYRQA TGHKGLEWVSGE S0
IGTAGDTYYP DSVKGRFTIS RENAKNSLYL QMMSLRAGDT AVYYCARDRY 100
SPTGHYYGMD VHGRGTIVIV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK ESNTKVDKRV EPKSCDKTHT CPPCPAPELL CGPSVELFPF 250
KPEDTLYITR EPEVICVVVD VSHEDPEVKEF NWYVDGVEVH NAKTKPREEQ 2300
YHNSTYRVVSY LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPFRE 350
PQUYTLPPSR EEMTHKNQVSL TCLVRGFYPS DIAVEWESNG QPERNYKTTP 400
PVLDSDGSFE LYSKLTVDES RWQQGNVFSC SVMHEALHNH YTQKSLSLSP 450
GK 452

Light chain 7 Chaine Iégare 7 Cadena ligera

DIQMTQSPST LSASVGDRVT ITCRASQSIS SWLAWYQQKP GKAPKLLIYK 50
RSSLESGVPS RFSGSGSGTE FTLTISSLOP DDFATYYCKQ YADYWTFGQG 100
TKVEIKRTVA APSVFIFPPS DEQLKSGTAS YVCLLNNFYP RERKVQWKVD 150
NALQSGMSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKY YACEVTHQGL 200
S8PVTKSENR GEC 213

Posi-izanslational madifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los pueates disulfura
Intra-H (C23-C104) 2295 149-205  266-326  372-430
22°.95"  140"-205" 266G-326" 372"430"
Intra-L {C23-Cl0d) 238" 1334193
538" 133193
Imter-H-L (& 5-CL 126) 225-2)3' 225".213"
Inter-H-H (h 11, h 14)  231-231" 234-234"

N-glveosylalion siles / Sites de N-glycosylation / Posisienes de N-glicosilacién

H CH2 NR4.4:

302, 302¢

Fucosylaled complex bi-antennary CHO-1ype glveans / gheoncs de type CHO bi-antennaires
complexes fucosyIs / glicanos de tipo CHO bianlenorios complejos fucosilados

5-(1E)-2-phenylethen-1-yl]-2-{propan-2-yl}benzene-
1,3-diol

5-[(1E)-2-phényléthén-1-yl]-2-(propan-2-yljbenzéne-
1,3-diol

5-(1E)-2-fenileten-1-il}-2-(propan-2-iljbenceno-1,3-diol

C17H1802

J

guanylyl-(3'—-5"-2"-0-methyladenylyl-(3'—5"-guanylyl-
(3'—5"-2'-O-methyladenylyl-(3'—5")-adenylyl-(3'—5"-2'-0-
methyluridylyl-(3'—5"-adenylyl-(3'>5-2'-O-methyluridylyl-
(3'—=5"-uridylyl-(3'—5")-2'-0-methyluridylyl-(3'>5")-
cytidylyl-(3'—=5"-2'-O-methyladenylyl-(3'— 5")-cytidylyl-
(3'—5"-2"-O-methylcytidylyl-(3'—5"-cytidylyl-(3'-5')-2"-O-
methyluridylyl-{3'—5")-uridylyl-(3'—5')-2'-0O-methylcytidylyl-
(3'—5"-adenosine duplex with 2'-O-methyluridylyl-{3'—5"-
guanylyl-(3'—=5'-2-0-methyladenylyl-(3'—5"%-adenylyl-
(3—5"-2"-O-methylguanylyl-(3'—+5"-guanylyl-(3'—5')-2'-O-
methylguanylyl-(3'—5"-uridylyl-(3'=5"-2"-O-
methylguanylyl-(3'—5"-adenylyl-(3'~5-2"-0-
methyladenylyl-(3'—5')-adenylyl-(3'—5')-2"-0-
methyluridylyl-(3'—5%-adenylyl-(3'—=5")-2'-O-methyluridylyl-
(3'—5-uridylyl-(3'=58"-2'-O-methylcytidylyl-(3'—5") -
uridylyl-(3'—-56"-2'-C-methylcytidine

OH CH,

O CHj
oH
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HES 8 (B
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> 480 mg/kg B U 640 mgkg Th -7,
B SENE (T B OME 3 04)
Lo | BE | BE | RER eI .
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3.3-1 Allergic contact dermatitis from cetyl alcohol. Aakhus AE, et al. Dermatitis. 2011 Jan-Feb;22(1):56-7. #E
3.3-2  |Invive and in vitro toxicily of carbitol, Berté F, etal. Boll Chim Farnm. 1986 Nov;125(1 [):401-3. &
33.3 The addition of non-ionic surface-active agents of the polyoxyethylene type to the diet of the hamster, Brush MK, et af. 3 Nutr. 1957 Aug 10;62(4):601-I9. B
the mouse and the dog,
334 Final report on the safety assessment of cetearyl aleohol, cetyl aleohol, isostearyk alcohol, myristyl Cosmetic ilngredlent J Am Coll Toxicol. 1988;7(3):359-413. B
alcoliol, and behenyl alcohol. Review.
335 Safety assessment of polysorbates as used in cosmetics; Re-review for panel review. Panel meeting Cosmelic Ingredient | s
- date: March 16-17, 2015. Review. =
33-6  Role of polyoxyethylene sorbitan monostearate in skin carcinogenesis in mice. Della Porta G, stal.  {J MNatl Cancer Inst. 1960 Sep;25:607-25. B2E
3.3-7  |Teratology study of Tween 60 in rais. Ema M, ctal. Drug Chem Toxicol. 1988;11:249-60. BE
338 Registration, Evaluation, Awthorisation and Restriction of Chemicals Regulation (REACH). Alcohols, | European Chemicals  |htips://echa.europa.ew/de/registration-dossier/-/registered-dossier/ 1 6007/7/3/2 s
: C16-18. Acute Toxicity:oral. 001 Key: Experiment result. Agency. (2B F : 2023E6H218) =
https://echa.curopa.cu/de/registration-dossier/-/registered-
33.9 Registration, Evaluation, Authozisation and Restriction of Chemicals Regulation (REACH). Alcohols, | European Chemicals |doessier/16007/7/3/2/?documentUUID=5d43117c-f40b-4¢23-a295- P
’ C16-18. Acule Toxicity: oral. 002 Key: Experiment result. Agency. 372452813608 =
(ZMB : 20234E65218)
. s e \ . e ; walati . hitps:/echa.europa.ew'de/registration-dossier/-/registered-
3310 Regisiration, Ev.a].uallon, Authensation anr:l Restriction of Chemicals Regulation {(REACH). Octadecan-{ European Chemicals dossier/ 15937771322 documentUUTD=81 1 3560d-282£-439-b9be-5 fac36e6iT4c BE
L-ol. Acute Toxicity: oral. 001 Key: Experiment resull. Agenacy. (BEE : 20234E6H21A)
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ltips:/fecha.curopa.cu/de/registration-dossier/-/registered-
1301 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH}. Cctadecan- | European Chemicals  |dessier/15937/7/3/2/?documenttUID=e6%9¢ 1 2aa-b5be-440b-be38- s
’ 1-ol. Acnte toxicity: oral. 002 Key: Experiment result. Agency, Afe 703989116 =
(B : 20234E6H 21 B)
hitps:/fecha.europa.ew/defregistration-dossier/-fregisiered-
33.12 Regisiration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). European Chemicals |dossier/15942/7/3/2/?documentUUI D=d3803480-632-4 7db-adc3- B%
T |Hexadecan-§-ol. Acuie Toxicity: oral. 001 Key: Experiment result. Agency. 08b3f39a6132 =
(HHa : 202386A21H)
https://echa_europa.ew/defregistration-dossier/-/registered-
33.13 Regisiration, Evaluation, Authorisation and Resiriction of Chemicals Repulation {REACH). European Chemicals [dossier/15942/7/3/2/ documentUUID=addddc34-6898-4599-9333- ok
" Hexadecan-1-0f. Acute toxicity: oral. 004 Key: Experiment result, Agency. 9532dfeb5c95 =
(£EH - 202346H2EH)
33-14 Registration, Evaluation, Authordsation and Resiriction of Chemicals Regulation (REACR). Aleohols, | European Chemicals  [hetps:#echa.curopa.cuw/de/registration-dossier/-fregistered-dossier/ 16007/7/3/3 P
- C16-18, Acute toxicity: inhalation, 601 Key: Experiment result. Agency. {(HMA :20234F6A218) -
3315 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Alcohols, | European Chemicals |https:#echa.europa.ewde/registration-dossier/~/registered-dossier/ 1 6007/7/3/4 .
' CE6-18. Acute Toxicity: dermal. 001 Key: Experiment result Agency. (BB ; 202386821H) =
hitps:#/echa.europa.cw/de/registration-dossicr/-/registered-
3316 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Octadecan-{ European Chemicals {dossier/15937/7/6/2/MdocumentUUID={c3397d5-61a2-419e-9334- Bz
- 1wol, Repeated dose toxicity: oral. 019 Weight of evidence: Experiment result. Agency. e9cdc882e1dé =
(BEE : 2023F6H210)
Iueps:/fecha.curopa, cu/de/registration-dossier/-fregistered-
3.3.17 Registralion, Evaluation, Autharisation and Restriction of Chemicals Regufation (REACH}. Octadecan-| European Chemicals [dessier/15937/7/6/2/%documeniJUID=4b3715d9-ab6b-4186-9327- B
: 1-ol. Repeated dose toxicity: oral, 018 Weight of evidence: Experiment resuli. Agency. c774e99b0311 =
(IR : 202346H21R)
. . N . . . at — . hittps:/fecha.europn.ew/de/regisiration-dossier/-fregistered-
3318 Registration, Evaiuauoxf, :‘\ulhunsal:un and Rc‘slnctmn of:Chcm:cals Regulation (REACH). Ccladecan-| European Chemicals dossier/15937/7/6/2 documentUUI D=cc0TSbbE.5795-438d-bocd-2dfecde3 | 20c s
1-0l. Repeated dose toxicity: oral. 085 Supporting: Experiment resuit. Agency, (2888 : 2023EGH218)
o riny . -
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" : , L L . it : htips://echa.europa.en/de/registration-dossier/-/registered-
33-19 g?;\:;;‘;‘r’!“li}"‘:{f“;::;g:;g?;ﬂ:ﬂ‘ f“;f;:eg;r,;c\‘,:,‘;:.‘ ‘;}iﬁ?gﬁ:’;‘;ﬁ:‘%‘l‘]aﬁ‘ﬁiﬁy} E“’“"e:':ci:e“"cals dossier/15942/7/6127documeniUUID=c28f5 daf-29a0-dcon-9R0d-869b20d6:256 B
-Rep ietly: or s - Expe ' sency- (B8R : 2023F6H21R)
3300 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). European Chemicals  [https:/echa.europa.ew/de/registration-dossier/-fregistered-dossier/ 1 5942/7/6/2 o
T Hexadecan-1-ol. Repealed dose toxicity: aral. 001 Key: Experiment result. Agency, (288 E : 2023%F6F218) =
https:/fecha.curopa.cw/de/registration-dossier/-fregistered-
1391 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). European Chemicals  |dossier/15942/7/6/217documentUUID=17¢5d2a5-64fd-4ade-b2bb- a
) Hexadecan-E-ol. Repeated dose toxicity: oral. 011 Supporting: Experiment result. Agency. G2138efe8491 =
(BEBE : 202346 H21R)
hitps://echa.curopa.ew/defregisiralion-dossier/~/registered-
3322 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Octadecan-| European Chemicals  |dossier/15937/7/7/2/?documentUUID=3b461809-8d63-4992-af35- a2k
i 1-ol. Genelic toxicily: fn vitre . 005 Key: Experiment resull. Agency. 65628296025% =
(HER 202396821 8)
https:echa.curapa.cu/de/registration-dossier/-fregisiered-
Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Octadecan- | European Chemicals |dossier/15937/7/7/2/ documentUUID=6882000e-1581-4589-aa9d-
3.3-23 S . . BE
1-ol. Genetic toxicity: in vitro . 019 Supporting: Experiment result. Agency. add BdcYec8d
(BB : 20234E6A21 H)
https:/fecha.curopa.cw/defrepisteation-dossicr/-/repisterad-
3324 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Octadecan-| European Chemicals |dossier/ 159377/ 13/ documentULiD=5¢dfee03-f4d9-dddc-a0bh- B
’ 1-ol. Genetic toxicity: in vive . 003 Weight of evidence: Experiment result. Ageney, 425924¢33498 =
(BB :2023F6A21R)
lttps:/fecha, curopa.cw/de/registration-dessier/~fregistered-
3,335 Registration, Evaluation, Authorisation and Restriction of Chemicals Regutation (REACH). European Chemicals |dossier/13942/7/7/2/MocumentUUID=906acaf6-da%d-465¢-8¢b1- B
: Hexadecan-1-ol. Genetic toxicity: in vitre . 001 Key: Experiment result. Agency. 5a56delelddc =
(BRH :2023F6A21H)
https:/fecha.curopa, co/de/registration-dossier/~registered-
3326 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). European Chemicals |dossier/15942/7/7/2/dacumentUUID=4%fa6017-2a92-4d 1 1-9e00- B
T Hexadecan-1-ol. Taxicity to reproduction. 023 Suppaorting: Experiment resutt. Agency. 4e(r70339df14 =
{HBERA : 2023F6A 21 H)




A=l

L2 i —T

e » " st TS -
hitps:fecha.europa.cw/'de/regisiration-dossier/~fregistered-
3327 Repistration, Evaluation, Authorisation and Restriction of Chemicals Regutation (REACH). Octadecan-] European Chemicals {dossier/15937/7/9/2/7document UUID=054dd9a9-333{-4919-949h- e
) 1-ol. Toxicity to reproduction. 002 Weight of evidence: Experiment result. Agency. ac667604a4be
(BB A : 20234E6H217)
34.08 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Gctadecan- | European Chemicals  [https:/echa europa.ew/de/registration-dossier/-/registered-dossier/E 5937/7/9/3 s
. 1-0l. Developmental toxicity / teratogenicity. 001 Key: Experiment resubt. Agency, (BHER : 2023E6H21R) ®
3.3.29 Regisiration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Aleohols, | European Chemicals |https://echa eurcpa.ew/repistration-dossier/-/regisiered-dossier/ 16007/7/4/2 Bz
) C16-18. Skin irritation / corrosion. 001 Key: Experiment result. Agency. (¥ A : 2023%F6H218) g
htips:/fecha.curopa.ewde/registration-dossier/~/regisiered-
3330 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH), Alcohols, | European Chemicals  [dossier/16007/7/4/2/*dacumentUUID=8961b1e8-bd [ d-4977-87{7- gt
- C16-18. Skin irrifation / corrosion, 002 Key: Experiment result, Agency. 4674bcde8fBe =
(ZEA : 202356721 8)
3331 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Octadecan-| European Chemicals [httpsi//echa.europa.cufde/registration-dossicr/~/registered-dossier/ 1 5937/7/4/2 sdr
) 1-e1. Skin irritation / corrosion. 001 Key: Experiment resulL. Agency. (EBE . 20235F6A21R) =
33.32 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). European Chemicals  |ltips:/echa.curopa.cu/defregistration-dossier/~/registered-dossier/ E5942/7/4/2 e
"% |Hexadeean-1-ol. Skin irtitation / corrosion. 001 Key: Experiment result. Agency. (B8R : 20234E6 21 B) =
13.33 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Alcolols, | European Chemicals |https://echa.europa.ew/de/registration-dossier/-/registered-dossier/ 16007/7/4/3 e
7 C16-18. Eye irritation, 001 Key: Experiment result. Agency, (BEE : 2023465218) =
Ihttps:/fecha.eusopa.ew/de/registration-dossier/-frepistered-
3334 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Alcohels, | European Chemicals |dossier/|6007/7/4/3/TdocumentUUID=b794e0{f-6d78-487a-bob3- BE
7 C16-18. Eye irritation. 002 Key: Experiment resull. Agency. Sedf85e97a38 7
(ZHA @ 20235E6A 21 A)
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3.3.35 Registration, Evaluation, Aulhorisation and Restriction of Chemicals Regulation (REACH). Octadecan-{ European Chemicals  |https:/Vecha.europa cw/de/registration-dossier/~registered-dossicr/15937/7/4/3 g2z
: 1-ol. Eye irmritation. 001 Key: Experiment resuli. Agency. (WA 202356421 7) =
1336 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). European Chemicals  [htips:/echa.europa.ewde/registration-dossier/-/registered-dossier/ | 3942774443 s
’ Hexadecan-1-ol. Eye irritation. 001 Key: Experiment result. Agency. (B8 H : 20234E6H21H) =
3337 Registration, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Octadecan- | European Chemicais  |htipsi/echa.europa.cw/de/registration-dossier/-/eegistered-dossier/15937/7/5/2 e
’ 1-ol, Skin sensitisation. 001 Key: Experiment result. Agency. (EREB : 2023568218) =
https:/echa.curopa.cw/defregistration-dossice/~/registered-
33.38 Regigiralion, Evaluation, Autherisation and Restriction of Chemicals Regulation (REACH). Evropean Chemicals dossier/15942/7/5/2/7documentUUID=6858ee31-b7ed-4{be-9249- s
' Hexadecan-1-0l, Skin sensitisation. 020 Weight of evidence: Experiment result. Apency. b001522dc2al =
(BHHE :2023%6A21H)
hitps:/echa,europa.ew/defregistration.dossier/-/registered-
3339 Registiation, Evaluation, Authorisation and Restriction of Chemicals Regulation (REACH). Eurcpean Chemicals [dossier/15942/7/3/2/ " decumentUUID=a65e3 5ad-9804-40c4-a776- -
’ Hexadecan-1-0l, Skin sensitisation. 016 Supporting: Experiment result, Agency, 3e737d688T =
(#2880 ;202346 A21H)
3340 Registration, Evaluation, Authorisatien and Resiriction of Chemicals Regulation (REACH). Docosan-1-| European Chemicals  [hitps://echa.curopa.ew/registration-dossier/sfregistered- dossier/ 14378/7/9/3 e
’ ol. Developmental toxicity / teratogenicity. 001 Key: Experiment result. Agency. (ZMRHE : 20234E6A21H) =
3.3-d1  [Reports of the scienlific committee for food (thirty-thitd serics). European Commission. |Office for official publications of the European Communities, 1995, B
Reports of the scientific committee for food (thirty-fourth series); 1995. Opinions of the scientific
3.3-42  |committee for food on polyoxyethylene {20} sorbitan mono-oleate {polysorbate 80), expressed on 17 European Commission. {— g
September 1993: p23.
Scientific Opinion on the evaluation of the substances currently on the list in the annex to Commission j European Food Safety |_.. . : ama
3343 Dizective 96/3/EC as acceptable previous cargocs for edible fats and oils — Part HI of 111 Authority. EFSA Joumal 2012;10(12):2984. 5%
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Commission implement regulation (EU) No 872/2012 of 1 October 2012 adopting the list of ftavouring
substances provided for by regulation (EC) No 2232/96 of the Ewropean Parliament and of the council, Official Journai of the European Union. L267. 2012 October 2.
3344 |introducing it in annex [ to regulation (EC) No 1334/2008 of the European Parliament and of the European Union. https:/feur-lex, europa.ew/legal-content/ EN/T X T/ uri=CELEX:32012R0872 BE
council and repealing commission regulation (EC) Mo 1365/2000 and commission decision (HBBE :2023FF65218)
1999/217/EC; Octadecan-1-ol. Hexadecan-1-ol.
FDA Center for Food  [hitps://www.clsanappsexternal fda.gov/scripts/fdec/index.cfm?sei=IndirectAddi
3.3-45  [Inventory of foad contact substances listed in 21 CFR. Cetostearyl alcohot, Safety and Applied  |tives&id=CETOSTEARYLALCOHOL BE
Nutrition (CFSAN). | (BB : 2023456821 8)
FDA Center for Food |https:/fwww.cfsanappsexternal.fda. gov/scripts/fdec/index, cfim?set=FoodSubstan
3346 |Substances added to food (Tormerly EAFUS). Siearyl alcohol. Safety and Applied  |ces&id=STEARYLALCOHOL sz
Nutrition (CFSAN). | (B8 E : 202366H218)
FDA Center for Foed [hitps://www.cfsanappsexternal fda. gov/scripts/fdec/index.cfm?set=FoodSubsian
33-47  |Substances added to food (formerly EAFUS). Cetyl aleohol, Safety and Applied  |ces&id=CETYLALCOHOL B
Nutrition (CFSANY. | (2EE : 202386821 0)
FDA Center for Food |hitps:/fwww.clsanappsexternal. fda.gov/scripts/fdec/index.cim?set=IndireciAddi
33-48  |Inventory of food contact substances listed in 21 CFR. Cetyl alcohol. Safety and Applied  |lives&id=CETYLALCOHOQL B
Nutrition (CFSAN). | (BB : 202386521 8)
FDA Generatly . . .
3 1 P5el= e
3349 |Stearyl alcokol, GRN Number 70. Recopnized as Safc - h1Eg.éé\\gsf\.v_‘;;(§';a3r2§pﬁp;c;:cén)al.fda.&ovlscrlpts!fdccl.sel GRASNotices&id=70 Bk
GRAS Natices. S
3.3-50  [Chronic oral toxicities of four stearic acid emulsifiers. Fitzhugh OG, etal. |Toxicol Appl Pharmacol. 1959 May; 1(3):315-31. BE
. . . . . Food and Drug X e
3.3-51 |Food Additives Permitted for Direct Addition to Foed for Human Consumption; Polysorbate 60. P Fed Regist. 1999 Oct 28;64(208):57974-6. BE
Adninistration, HHS.
33.52 C.ombmed elff‘ect of various surfactants on gasiric carcinogenesis in treated with N-methyl-N-nitro-N- Fukushima S, etal. |Gan. 1974 Aug:65(4):371-6. pren
nitrosoguanidine,
3353 Gattcfc.lsse. TRANSCUTOL P and TRANSCUTOL HP-Repulatory, tox and safety overview. East Gatlefosse _ .
wpdate: fanuary 31st, 2022,
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3.3-54  [Lack of efTicacy of polysorbate 60 in the treaiment of male pattcrn baldness. Groveman HD, etal. |Arch Entern Med. 1985 Aug; [45(8):1454-8, BE
3.3-55 |Salety evaluation of cosmetic raw materials, Guillot JP, et al. J Soc Cosmet Chem, 1977:28:377-93. #2E
3.3-56  |Evaluation of 60 chemicals in a preliminary developmental toxicity test. Hardin BD, etal.  |Teratop Carcinog Mutagen. 1987;7:29-48, #E
3.3-57  |The toxicity of behenyl alcohol. TE. Reproduction studies in rats and rabbits. Iglesias G, et al, Regul Toxicol Pharmacal 2002 Aug;36(1):80-5. BE
3.3-58  [Studies of i vitro cell transformation and mutagenicity by surfactands and other compounds. Inoue K, et al. Food Cosmet Toxicol. 1980 Jun;18(3):289-96. BE

Internationl
34.50 Prlmqplcs for the safety assessmeni of food additives and contaminants in food; environmentad health Progr.amme on Geneva; World Healih Organization;, 1987. nE
criteria 70, Chemical Safety
(IPCS).
. ’ . ! o 1l L
1360 The .rmcrortu_cleus test as part of a short-lerm mutagenicily test program for the prediction of Jenssen D, ef al, Mutat Res. 1980 Mar;75(2): 19 1-202. B
carcinogenicity cvaluated by 143 agents tested.
. : i . . . s . Joint FAG/WHO
33.61 Evalua.uen of certain f'o_o_d additives and contaminants: forty-nine report of the joint FAC/WHO expert Expert Committee on | World Health Organization; 1999. WHO technical report serics 884, i
committee on food additives. "
Food Additives,
3.3-62  |Screening of environmental chemical mutagens by the Rec-assay system with Baciltus Subtilis. Kada T, etal. (l:_'i:;mlca] mutagens: Principles and methods for their detection. 1980;6: [49- o
3.3-63 [Cooperative progranine on short-term assays for carcinogenicity in Japan. Kawachi T,etal.  [IARC Sci Publ. 1980;27:323-30, BE
3.3-64  |Sugar alcolols. XXV Toxicologic, pharmacodynamic and clinicat gbservations on TWEEN 80. Krantz JC Jr, et al.  |Bull Sch Med Univ Md, 1951 Apr;36(2):48-56, HE
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1365 Sugar n!coho!s, pharmacodynamic studies of polyoxyalkylene derivatives of hexitol anhydride partial Krantz JC, et al. J Pharmacol Exp Ther. 1948 Jun:93(2): 188-95. e
fatty acid esters.
3.3-66 |Contact urticaria to a corlicosteroid cream: polysorbate 60. Maibach H, etal.  |Contact Dermatitis. 1977 Dec;3(6):350-1. BE
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