Annex 30

to the Procedure of examination

of registration materials for medicines
submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(Section IV, paragraph 4)

REPORT

about a clinical trial

1. Name of the medicinal product (if available -
registration certificate number)

NABOTA® (Botulinum Toxin Type A)

2. Applicant

TOTISPHARMA GROUP LLC

2 Manufacturer

Daewoong Pharmaceutical co.,LTD

4. Conducted trials:

yes

1) the type of medicinal product for which
registration has been conducted or is planned

Medicinal product with complete dossier (stand-alone
dossier)

5. Full name of the clinical trial, coded number
of the clinical trial

A Phase III multi-center, randomized double blind placebo-
controlled single dose trial to demonstrate the safety and
efficacy of DWP-450 in adjust subject for treatment of
moderate to severe glabellar lines.

6. Clinical trial phase

Phase IIT

7. Clinical trial period

From Jan 14, 2015 until Sep 03, 2015

. Countries where the clinical trial was US
conducted
9. Number of subjects planned: 324

actual: 334 screened, 330 randomized

10. Purpose and secondary objectives of the
clinical trial

To demonstrate safety and efficacy of DWP-450 in
treatment of sever glabellar lines associated with corrugator
and procerus muscle activity in adults.

11. Clinical trial design

multicenter, randomized (3:1), double blind, placebo
controlled, single dose

12. Basic inclusion criteria

A subject must have met the following criteria in order to
be eligible for enrollment in the study:
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» an stable healthy adult at least 18 years of age

« understood and have signed the informed consent, and
could comply with study instructions

» moderate to severe glabellar lines at maximum frown as
assessed by the Investigator using the GLS

» was willing and able to complete the entire course of the
study

13. The investigated drug, method of application,
potency

DWP-450 (botulinum toxin type A, NABOTA®) each
containing 100 units (U) of vacuum-dried DWP-450
(Botulinum Toxin Type A) were reconstituted gently and
without shaking with 2.5 mL of 0.9% sterile, non-preserved
saline solution for a final dilution of 4 U/0.1 mL. Using a
30 G needle and 1 cc syringe, subjects were injected
intramuscularly into the 5 target sites specified in
Methodology with 0.1 mL (4 U) for a total of 0.5 mL (20
U).

4. The drug of comparison, dose, method of
application, potency

Placebo vials are empty and they were filled with 2.5mL of
0.9% sterile, non-preserved saline solution in a similar
manner to that specified for the test product, Using a 30G
needle and 1cc syringe, subjects were injected
intramuscularly into the same 5 target sites. In this case,
each site was injected with 0.1mL of saline for total of
0.5mL Saline was sourced from commercial supplies.

15. Concomitant therapy

Not applicable.

16. Criteria for evaluating effectiveness

* GLS (Glabellar lines scale) by Investigator’s assessment
(IA) and subject assessment (SA)

* GAIS (Global aesthetic improvement scale) by IA and
SA

* SSS (Subject satisfaction scale) by SA

17. Security assessment criteria

* Exposure to treatment

* Adverse events

* Medical history

* Directed questionnaire

* Directed review of systems
* Physical exam

* Laboratory tests

(hematology, chemistry, urinalysis, anti-botulinum
antibodies)

* ECG
» Vital signs
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» Concomitant medications

18. Statistical methods

Detail information is stated in each Study CSR Section 9.7

19. Demographic indicators of the studied
population (sex, age, race, etc.)

Age, Sex, Fertility status of women, Race, Fitzpatrick
skin’s Type, Prior history of botulinum toxin treatment.

20. Efficiency results

Refer to Table 2

21. Results of safety

Refer to Table 3

22. Conclusion

The safety and efficacy profile exhibited in the study are
believed to be representative of the safety and efficacy
profile DWP-450 DP will exhibit in the market place.
DWP-450 DP is a candidate drug for the treatment of
glabellar line with a high effectiveness profile and low
adverse event frequency.

Applicant (owner of MA)
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[Attachment]

Table 1: Demographic History of Clinical Studies- EV-001

EV-001
US Pivotal Phase Il Safety and Efficacy

Demography

e mean age =~ 50 years (range 22-81)
—50.4 years Placebo
—50.2 years DWP-450

® 10.6% > 65 years (35/330)
¢ 92.7% female (306/330); 7.3% male (24/330)
¢ 81.2% white (268/330); 7.6% black (25/330); 1.8% Asian (6/330)

Fitzpatrick skin type:

* 4.5% Type 1(15/330)

® 33.3% Type I1 (110/330)

® 39.1% Type I1I (129/330)
e 16.1% Type IV (53/330)

® 5.8% Type V (19/330)

* 1.2% Type VI (4/330)

® 40.6% prior history of exposure (134/330)

Table 2: Efficacy Endpoints and Outcomes of Clinical Studies- EV-001

EV-001
US pivotal Phase IIl safety and efficacy

Primary Endpoint

e Proportion of subjects classified as responders on D30
» This was a composite endpoint
e A responder was a subject with a >2 point improvement on the GLS from D0

to D30 at maximum frown, only if independently agreed by both IA and SA
(ITT)

Analysis of
Primary Endpoint

e Using the ITT Population, the primary hypothesis tested if the proportion of
responders in the DWP-450 group at D30 was equal to the proportion of
responders in the Placebo group

* Hypothesis was tested using the exact unconditional test, with its exact CI
calculated by inversion of two one-sided intervals

e Overall study wide Type 1 error rate (alpha) was 0.05

Primary Endpoint
Result

e Percentages of responders (i.e., for the composite endpoint):
—1.2% Placebo; 95% CI (0.0, 6.5)
—67.5% DWP-450; 95% CI (61.2, 73.4)
—66.3% difference; 95% CI (59.0, 72.4), p<0.001

* By each of IA and SA individually (i.e., the components of the composite

percentages of responders:
—76.3% by IA; 95% CI (69.4, 81.7), p<0.001

~73.1% by SA; 95% CI (65.0, 79.3), p<0.001

endpoint), the absolute difference between DWP-450 and Placebo groups in the
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Table 3: Overview of Adverse Events in the DWP-450 Clinical Development Program

EV-001 (N=330)
US Pivotal Phase III Safety and Efficacy

Any AE ® 38.2% DWP-450

¢ 32.1% Placebo

e 6.1% Difference 95% CI (-6.3, 18.3)
Most Common AEs Headache
—i.e,>5% e 14.6% DWP-450

e 16.7% Placebo

e -2.0% Difference 95% CI (-14.4, 10.3)
Serious AEs e 1.2% DWP-450 (n=3)

¢ 0.0% Placebo
e None study drug related

AEs Leading to Study
Discontinuation

¢ 0.0% DWP-450
e 0.0% Placebo

AEs Leading to Death

e 0.0% DWP-450
¢ 0.0% Placebo

Severe AEs

e 0.4% DWP-450 (n=1)
e 0.0% Placebo

Study Drug-Related AEs

e 15.4% DWP-450 (n=38)
e 13.1% Placebo (n=11)

AEs of Special Interest

¢ 2.0% DWP-450 (n=5)
¢ 1.2% Placebo (n=1)

Possible Hypersensitivity
Reactions

¢ 2.0% DWP-450 (n=5)
e 2.4% Placebo (n=2)
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Jlomarok 30
110 [Topsiaky NPOBENAEHHS CKCIIEPTU3H
peecTpaniifiHux MaTepianis Ha TiKapchKi
3aco0u, 110 [TOIAI0ThCS Ha IEPIKaBHY
peecTpaliio (TIepepeecTpaltito), a TakoxK
EKCIEPTH3H MaTepialliB PO BHECCHHS
3MiH JI0 peecTpauiiiHuX MaTepianis
IPOTArOM il peecTpalifHoro
IOCBIUESHHS
(myHkt 4 po3ainy V)

3BIT

npo KjiHiuHe BUNPOOYBaHHS

1. Hazea nikapcbkoro 3aco0y (3a
HasBHOCTI - HOMEp peecTpaliifHoro
[TOCBITYCHHS)

Hatora (Nabota®)

2. 3asBHUK

TOB "TOTICOAPMA I'PVI1I»

3. BupobHuk

Teitson @apmacerotikan Ko., JIta, Pecy6iixa Kopes

4. IlpoBenieHi QOCIIIPKEHHS:

»Tak  Hi  SKIIO Hi, OOIPYHTYBATH

1) Tim JiKapchbKoro 3acody, 3a AKUM
“TpOBOJIMIIACS 200 TUTaHY€ETHCS
JEECTpAILIS

Jlikapchkuii 3aci6 3a MOBHHM 10CHE (ABTOHOMHE JI0CBE)

5. [loBHa Ha3Ba KIiHIYHOTO
BUITPOOYBaHH, KOJTOBAHHH HOMED
KJITHIYHOTO BHIIPOOYBaHHS

@aza III, GaraTolleHTpOBE, paHIOMi30BaHe IIOJBiHHE CIIiIIE,
KOHTpOJIBOBaHEe TIUIanefo OJHOJ030BE MOCHTIKEHHS, SKe
neMoHcTpye Oesmeky Ta  edextuBHicTh HabGora  juig
KOPHUIYBaHHS OOCTeXeHHsl JUIs JIKyBaHHS TOMIPHHX [0
raubOoKHX riIabesipHUX 3MOPILNOK.

6. ®asa KIiHIYHOro BUIIPpOOyBaHHs

daza 11

7. Ilepiox mpoBeieHHs KIIIHIYHOTO
BUIIPOOYBaHHs

3 14 ciuns 2015 poky no 3 Bepecus 2015 poky

8. Kpainu, 1e mpoBoauIocs KIiHIUHE
BUIIPOOYBaHHs

CIIA

9. KinbKicTh JOCTI/DKYBaHHX

3arIaHoBaHo: 324 / @aktuyHo: 334 ckpuHiHr, 330
PaHI0Mi30BaHO.

10. MeTa Ta BTOPHHHI 111 KJIIHIYHOTO
BHIIPOOYBaHHS

[IponemoncTpyBatu Oe3neky Ta eeKTUBHICTE Mpenapaty Habora
IOpH JIKYyBaHHI Y JOPOCIMX OKpeMHX DIIa0esipHHX 3MOPLIOK,
OB’ sI3aHUX 3 aKTHUBHICTIO M 530M, SIKUH 3Mopiiye OpoBy Ta / abo
TOpHiiB M’ 3.

11. u3zaiin K1iHIYHOTO BHIIPOOYBaHHI

OaraToneHTpoBe, pannomMizoBane (3: 1), nojsiitHe ciine, mianedo
KOHTPOJIbOBAHE, OTHO/I030BE

12. OcHOBHI KpHuTepii BKIIOUEHHS

Cy0'e€KT MOBHHEH BiAIIOBIIaTH HACTYIIHHM KPHUTEPIisiM, H00 MaTh
npaBo OpaTH y4acThk y JOCIHIKEeHHI:

* Iopoca, 3A0pOoBa JIIOMHA BikoM Bij 18 pokiB

* 3pO3YMiB Ta HijinKcap iHPOPMOBaHY 3r0/Iy Ta Mir BHKOHYBATH
IHCTPYKI1 3 BUBYEHHS

* BiJI IIOMIPHHX J10 INTMOOKHX INabeIpHUX 3MOPIIOK 3
MAaKCUMaJIbHUM HACYIIIEHHAM, SIK OL[IHIOBAaB JOCIIITHHK i3
3actocyBanusM GLS,

e OaskaB 1 MIiI MPOHTH BECh KyPC JAOCIIHKEHHS

13. NocnixyBaHui JlikapchKui 3acib,
crioci0 3acTocyBaHHs, CHIa dil

HaGota (OoTyniniyHHI TOKCHH THITY A), KOKEH 3 AKHX MicTHTE100
onuaHLb (O/]) BHCyIIeHOro ¥ BakyyMi OOTYIIHIYHOIO TOKCHHY
THILy A OymH BiHOBIEH] 00epe)xHO i 6e3 CTpyuIyBaHHs 3 2,5 MIT
0,9% cTepHILHOT0, HEKOHCEPBOBAHOTO (i310JOTIUHOTO POIUHITY
1 octatoyHoro po3seaeHus 4 OJ1 /0,1 mut. 3a JomOMOTOIO TOTKH
30 G ra mnpuna | ky0.cM cy6'exTamM BBOJAMIM BHY TPIIHEOM'SI30BO
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B 5 IiJI5OBHX MicIb, 3a3Hadennx B Meroxuui, 0,1 M (4 OJI)

zarasiom 0,5 Mt (20 OJ1).

14. TIpenapat mopiBHAHH, 034, CIOCIO
3aCTOCYBaHHSI, CHIA il

®naxony 3 mane6o OyIu MOpoXkHi, i X 3aNoBHIOBAIH 2,5 MII
0,9% CTEepHILHOTO, HEKOHCEPBOBAHOTO (i3i0/I0TIMHOrO PO3UHHY,
AHAIOTIIHO TOMY, IO BKA3aHHH /Il TECTOBAHOIO IPOYKTY. 3a
nomomororo roixu 30G Ta mmpuna 1 Ky06.cM ManieHTaM BBOIHIA
BHYTPIIIHBEOM A30BO B Ti K 5 IIBOBHX MicCIb. ¥ [[bOMY BHIAJIKY B
KokHY iKYy BBoZA 0,1 MIT (i3i00ri4HOrO pO3yUHY, 3arajioM
0,5 M.

®iziooriunmii po3urH KyIyBali y KOMEpPIifHIX MOCTaYaIbHUKIB.

15. CynyTHs Tepamnist

He 3actocoByeThes.

16. Kpurepii owinku eheKTHBHOCTI

» GLS (mkana riabenspHUX 3MOPIIOK) 33 OLIHKOIO JOCTIIHHKA
(TA) Ta ominkoro cy0'ekta (SA)

» GAIS (I'mo6anbHa mKajia ecTeTHYHOro BIOCKOHANEHHs) Bijt [A
Ta SA

+ SSS (mxana 3a10BoJIeHOCTI cy0’eKTa) 3a SA

17. Kputepii ouinky Oe3nexu

* BruiB Ha JTiKyBaHHS

* [ToGiuHni edextn

*MemuuHa icTopist

» Hampasiiena ankera

» Opi€HTOBaHHH OIJIA] CHCTEM
» Qi3uyHuH o

» JlaGopaTopHi JocimKeHHs (reMaToJIoris, XiMis, aHaii3 ceuli,
AHTHOOTYIIIHOBI aHTHTLIA)

« EKT"

KU TTEBO-BAXITHBI O3HAKH

» CyIyTHi JIiKapchKi 3ac00H

18. CratucTiuydi METOIH

JleranmpHa iH(pOpMarlis Bkasana B koxxaomy Poszmini 9.7 KCB
ITOCTI IDKEHH S

19. NemorpadiyHi moKa3HHKH
TOCITIKY BaHOT TOMY ISl (CTaTh, BIK,
paca, TOIIO)

Bik, crarb, cratyc (pepTHIBHOCTI JKIHOK, paca, THI IIKIpH 3a
@innarpikoM, IOIepeNHs icTOpis JIKyBaHHsA OOTYNIHIYHHM
TOKCHHOM.

20. PesynpTaTi €(eKTHBHOCTI

Pe3ynbTaTi y3arajpHeHO B TaOIuI 2.

21. PesynpraTn Oe3nexu

PesynpraTn y3aranbHeHo B Tabmuii 3.

22. BUCHOBOK (3aKJTFOYEHHS)

BBaxaetecs, mo mpodine Gesmekn Ta  e)eKTHBHOCTI,
NpEACTaBIEHUH y MOCHIDKEHHI, € peNpe3eHTATHBHUM IS
npodpino Oesneku Ta edextuBHOCTI HaGora, sxuil Oyne
NMpeACTaB/ICHHN Ha PUHKY.

HaGora - nikapcekuit 3acib, mo € omHuMm i3 BapiadTiB m71d
NiKyBaHHA Ia0yJsIpHHX 3MOPLIOK 3 BHCOKHM mpodinem

3asBHUK (TIpeICTaBHUK
3asBHHKA)

e(EeKTHBHOCTI Ta HU3BKHUM Wma@qﬁnx peaKIiid.




JoaaTok
Ta6auus 1 Jemorpadiuna icropis kainivanx gocaipkens — EV-001

EV-001
US 6azosa ®asa Il be3neka ta EQexTHBHICTh

Jemorpadis [IpuGnusHuii Bik — 50 pokis (Bix 22-81)

-50.4 pokis nsauebo -50.2 pokis Habora

10.6 % > 65 pokis (35/330) 92.7 % xinku (306/330)
7.3 % uonosiku (24/330) 81.2 % Gina wkipa (268/330)
7.6 % Temuoukipi (25/330) 1.8 % asiatu (6/330)

Tun wkipu 3a OiTunaTpikom

4.5 % Tun 1 (15/330) 33.3 % Tun 11 (110/330)

39.1 % Tun 111 (129/330) 16.1 % Tun IV (19/330)

5.8 % Tun V (19/330) 1.2 % Tun VI (4/330)

40.6 % ictopia nonepeansoro suBy (134/330)

Tabaumnsa 2
Kinueri To9xkn e)eKTHBHOCTI Ta Pe3yabTaTH KJAiHIYHHX Kocaimkens - EV-001

EV-001
US 6a3oa ®asa 1l besneka Ta EQeKkTUBHICTD

Iepsunua Kinnesa Touka | YacTka BUNpoOOBYBaHMX, KiacudikoBanux sk Binnosini va D30

Lle 6yna koMOiHOBaHA KiHIIEBA TOUKA

Pecrionnent 6y cy6'ektoM i3 nokpatienusmM GLS Ha > 2 6anu 3 DO o D30 nipu
MAaKCHMaJbHOMY HACYIUICHHI, JIMIIE 38 YMOBH He3a/lexHO1 3ro K IA, Tak i SA (ITT)

AHani3 nepBHHHOT Bukopucrosytoun nomyssuito ITT, nepesipsaam nepBHHHY rinotesy, AKLIO 4acTKa
KiHIeBOI TOYKH pecrionienTis y rpyni DWP-450 y D30 nopiBHiOBaIa 4acTLi PeCriOHAEHTIB Yy rpymi
niaue6o. ['inoresy nepesipAin 3a JOMOMOroK TOYHOro 6e3yMOBHOIO TECTY, IPH LILOMY
iforo Tounuii Il oGuMcOBaIM LUIAXOM iHBEpCil ABOX OTHOCTOPOHHIX iHTEpBaJliB
3aranbHuii KoedillieHT noxMOKK 11 gochipkeHHs Tvny 1 (ansda) cranosus 0,05

Pe3yabTat nepBuHHOT BincoTku pecrnionieHTiB (To6TO 11 KOMOIHOBAHOT KiHLIEBOT TOYKH):

KIHIEBO1 TOYKH -1,2% nnaue6o; 95% HI (0.0, 6.5)

-67,5% DWP-450; 95% M1 (61.2, 73,4)

-66,3% piznuus; 95% A1 (59.0, 72,4), p<0,001

Kosknoto 3 IA ta SA okpemo (ToOTO KOMIIOHEHTaMH CKJIaZIeHOT KiHLIEBOT TOUKH),
abcosrotHa pisHuug Midk DWP-450 ta nnaue6o rpynamu

BigcoTku pecroHaeHTiB:

-76,3% 1A; 95% 1 (69.4, 81.7), p<0,001

-73.1% SA; 95% M1 (65.0, 79.3), p<0,001

Taboauns 3
Orasan nodivaux peakuiii Bix Habora (kainiuna nporpamMa po3po6Ku)

EV-001 (N=330)

US 6asopa ®asza Il Besneka ta EdexkrHBHICTL

Bynp-aki noGiuni peakuii 38,2 % Habora 32,1% ITnane6o
6.1% pisauusg 95%J (-6,3, 18,3)
binpm gacti mo6ivni peakwii Ta inmmi >5% ["osioBHA OL1b

14.6% HaboTa 6.7% mnaneto
2.0% piznaumg 95% J1I (-14.4, 10.3)

Cepito3ni noOigHiI peakuii

1.2% Hab6ota (n=3) 0.0% mnnane6o
Hemae BinmoBigHOTO HOCTIKEHHS

[ToGivHi peakmii, IKi MPU3BOIATH 0 MPUITHHEHHS
JOCIIDKEHHS

0.0% Habota
0.0% nmanedo

[ToGiyHi peakuii, sIKi NPH3BOIATH O CMEPTI

0.0% Hab6ota 0.0% mrauebo

Baxki mobivHi peakmii

0.4% Hab6ora (n=1)
0.0% nmnanebo

[ToGigni peakmii, 1110 CTAaHOBIATE OCOONHBHH i1HTEpEC

2.0% Habora (n=5)
1.2% nnane6o (n=1)

VIMOBIpHICTE peakIiiii rinepuy TIIHBOCTI

2.0% Habota (n=5) 1.2% mrane6o (n=2)




Annex 30

to the Procedure of examination

of registration materials for medicines
submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(Section IV, paragraph 4)

REPORT

about a clinical trial

1. Name of the medicinal product (if available -
registration certificate number)

NABOTA® (Botulinum Toxin Type A)

2. Applicant

TOTISPHARMA GROUP LLC

2 Manufacturer

Daewoong Pharmaceutical co.,LTD

4. Conducted trials:

yes

1) the type of medicinal product for which
registration has been conducted or is planned

Medicinal product with complete dossier (stand-alone
dossier)

5. Full name of the clinical trial, coded number
of the clinical trial

A Phase III multi-center randomized double blind, placebo-
controlled, single dose trial to demonstrate the safety and
efficacy of DWP-450 in adult subjects for treatment of
moderate-to sever glabellar lines

6. Clinical trial phase

Phase III

7. Clinical trial period

From Jan 15, 2015 until Sep 10, 2015

.. Countries where the clinical trial was US
conducted
9. Number of subjects planned: 324

actual: 334 screened, 324 randomized

10. Purpose and secondary objectives of the
clinical trial

To demonstrate the safety and efficacy of DWP-450 in the
treatment of moderate to severe glabellar lines associated
with corrugator and/or procerus muscle activity in adults

11. Clinical trial design

multicenter, randomized (3:1), double blind, placebo
controlled, single dose

12. Basic inclusion criteria

A subject must have met the following criteria in order to
be eligible for enrollment in the study:
» an adult 18 years of age and over
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o understood and have signed the informed consent, and
could comply with study instructions

« moderate to severe glabellar lines at maximum frown as
assessed by the Investigator using the GLS

» was willing and able to complete the entire course of the
study

potency

13. The investigated drug, method of application,

DWP-450 (botulinum toxin type A, NABOTA®) each
containing 100 units (U) of vacuum-dried DWP-450
(Botulinum Toxin Type A) were reconstituted gently and
without shaking with 2.5 mL of 0.9% sterile, non-preserved
saline solution for a final dilution of 4 U/0.1 mL. Using a|
30 G needle and 1 cc syringe, subjects were injected
intramuscularly into the 5 target sites specified in
Methodology with 0.1 mL (4 U) for a total of 0.5 mL (20
U).

14. The drug of comparison, dose, method of
application, potency

Placebo vials are empty and they were filled with 2.5mL of]
0.9% sterile, non-preserved saline solution in a similar
manner to that specified for the test product, Using a 30G
needle and lcc syringe, subjects were injected
intramuscularly into the same 5 target sites. In this case,
each site was injected with 0.1mL of saline for total of]
0.5mL Saline was sourced from commercial supplies.

15. Concomitant therapy

Not applicable.

16. Criteria for evaluating effectiveness

* GLS (Glabellar lines scale) by Investigator’s assessment
(IA) and subject assessment (SA)

* GAIS (Global aesthetic improvement scale) by [A and
SA

* SSS (Subject satisfaction scale) by SA

17. Security assessment criteria

» Exposure to treatment

* Adverse events

» Medical history

» Directed questionnaire

* Directed review of systems
* Physical exam

» Laboratory tests

(hematology, chemistry, urinalysis, anti-botulinum
antibodies)

» ECG
» Vital signs

» Concomitant medications

18. Statistical methods

Detail information is stated in each Study CSR Section 9.7
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19. Demographic indicators of the studied
population (sex, age, race, etc.)

Age, Sex, Fertility status of women, Race, Fitzpatrick
skin’s Type, Prior history of botulinum toxin treatment.

20. Efficiency results

Refer to attached Table 2

21. Results of safety

Refer to attached Table 3

22. Conclusion

The safety and efficacy profile exhibited in the study are
believed to be representative of the safety and efficacy
profile DWP-450 DP will exhibit in the market place.
DWP-450 DP is a candidate drug for the treatment of
glabellar line with a high effectiveness profile and low
adverse event fregue

Applicant (owner of MA)
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[Attachment]

Table 1: Demographic History of Clinical Studies- EV-002

EV-002
US Pivotal Phase III Safety and Efficacy

Demography

e mean age = 51 years (range 18-81):
—50.4 years Placebo
—51.5 years DWP-450

» 10.2% > 65 years (33/324)
e 89.5% female (290/324); 10.5% male (34/324)
o 87.7% white (284/324); 7.7% black (25/324); 2.2% Asian (7/324)

Fitzpatrick skin type:

® 4.9% Type 1 (16/324)

e 25.3% Type 11 (82/324)

o 37.0% Type 11 (120/324)
® 22.5% Type IV (73/324)
* 6.5% Type V (21/324)

® 3.7% Type VI (12/324)

e 36.1% prior history of exposure (117/324)

Table 2: Efficacy Endpoints and Outcomes of Clinical Studies- EV-002

EV-002
US pivotal Phase I1I safety and efficacy

Primary Endpoint

e Proportion of subjects classified as responders on D30
¢ This was a composite endpoint
* A responder was a subject with a >2 point improvement on the GLS from D0

to D30 at maximum frown, only if independently agreed by both IA and SA
(ITT)

Analysis of
Primary Endpoint

e Using the ITT Population, the primary hypothesis tested if the proportion of
responders in the DWP-450 group at D30 was equal to the proportion of
responders in the Placebo group

e Hypothesis was tested using the exact unconditional test, with its exact CI
calculated by inversion of two one-sided intervals

e Overall study wide Type 1 error rate (alpha) was 0.05

Primary Endpoint
Result

¢ Percentages of responders (i.e., for the composite endpoint):
—1.3% Placebo; 95% CI (0.0, 7.2)
—70.4% DWP-450; 95% CI (64.2, 76.1)
—-69.1% difference; 95% CI (61.5, 75.1), p<0.001

e By each of IA and SA individually (i.e., the components of the composite
endpoint), the absolute difference between DWP-450 and Placebo groups in the
percentages of responders:

—79.8% by IA; 95% CI (72.1, 85.2), p<0.001

—72.3% by SA; 95% CI (63.7, 78.5), p<0.001
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Table 3: Overview of Adverse Events in the DWP-450 Clinical Development Program

EV-002 (N=324)
US Pivotal Phase III Safety and Efficacy

Any AE e 28.5% DWP-450

¢ 26.9% Placebo

e 1.5% Difference 95% CI (-11.2, 14.2)
Most Common AEs Headache
—i.e,>5% e 8.5% DWP-450

® 9.0% Placebo

¢ -0.4% Difference 95% CI (-13.1, 12.3)

Serious AEs

* 1.6% DWP-450 (n=4)
e 0.0% Placebo
e None study drug related

AEs Leading to Study
Discontinuation

e 0.4% DWP-450 (n=1)
¢ (0.0% Placebo

AEs Leading to Death

e 0.0% DWP-450
¢ (0.0% Placebo

Severe AEs

¢ 1.2% DWP-450 (n=3)
e 0.0% Placebo

Study Drug-Related AEs

¢ 9.8% DWP-450 (n=24)
e 7.7% Placebo (n=6)

AEs of Special Interest

¢ 3.3% DWP-450 (n=8)
e (0.0% Placebo

Possible Hypersensitivity
Reactions

e 1.2% DWP-450 (n=3)
e 1.3% Placebo (n=1)
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Jonatok 30
10 [opsiaky npoBeIeHHs €KCIIEPTH3H
peecTpaniiHuX MaTepialiB Ha JIIKapChKi
3aco0H, 1110 N0JJAF0ThCS Ha JIepKABHY
peecTpariio (IepepeecTpanito), a Takox
eKCIIePTH3H MaTepialiB PO BHECEHHS
3MiH JI0 peecTpauiifnux Marepiais
IPOTArOM il peecTpauifHoro
IOCBIIYCHHA
(myHKT 4 pozainy IV)

3BIT

Npo KJiHiYHe BUNIPOOYBAHHS

1. Hassa nikapcbkoro 3acofy (3a
HAsBHOCTI - HOMEp peecTpaniifHoro

HabGora (Nabota®)

[TOCBITUCHHS )
2. 3a9BHHK TOB "TOTICOAPMA I'PYII»
3. BupoOuuk JleiiBon @apmacerotikan Ko., JItn, Pecniybaika Kopes

4. TlpoBeaeHi HOCIIIKEHHS:

P TaKk  HI  SKIIO Hi, OOIPYHTYBaTH

1) THII JliKapchKOro 3acody, 3a AKHM
‘TpoBoamIacsa abo MIaHy€eThCa
JEECTpALLis

Jlikapcekuii 3aci6 3a HOBHHM JIOCHE (ABTOHOMHE JOCKE)

5. IloBHa Ha3Ba KJIIHIYHOrO
BUIIPOOYBaHHS, KOJIOBAaHUIT HOMEp
KIIHIYHOTO BHIIPOOYBaHHS

@aza III, OaraToueHTpOBE paHIOMI30BaHE IMOJBiiiHE cIime,
KOHTPOJIbOBaHE IIanedo, OAHOAO030BE JOCHIJDKEHHS, 10
neMoHCTpye Oesneky Ta edektuBHicTh Haborta y mopocnux mms
JTiKyBaHHS IOMIPHHX [0 TIHOO0KHUX IIabeIspHUX 3MOPINOK.

6. ®asza KIHIYHOTO BUIPOOYBaHHS

Dasza III

7. Ilepiox npoBeaeHHs KIiHIYHOTO
BUITPOOYBAHHS

3 10 ciynsa 2015 poky no 15 Bepecus 2015 poky

8. Kpainu, 1e npoBoamiocs KiIiHIYHE
BUIIPOOYBaHHS

CIOA

9. KinbkicTsb 1OCITIKYBaHHX

3amnanoBaHo: 324 / @axrtuuno: 334 ckpuHinr, 324 paH0Mi30BaHO

10. MeTa Ta BTOpHHHI L1 KJIIHIYHOTO
BUIIPOOYBaHH:

[IpomemonctpyBatn Oesnmexy Ta edexrtuBricte HaGora mpu
JNIKYBaHHI Bifl MOMIPHHX 10 IIUOOKUX IaGeNApHHX 3MOPIIOK
OB’ A3aHi M’A30M, SKHii 3Mopiiye GpoBy Ta / abo ropiis M’s3.

[11. JIu3aifH KJIiHIYHOTO BHIIPOOYBaHHS

OararouneHTpoBe, panaomizosane (3: 1), moxsiiine ciimne, mwianedo
KOHTPOJILOBAHE, OJIHOI030BE

12. OcHOBHI KpUTEpil BKIIOUCHHS

Cy0'eKT MOBHHEH BIIOBIAATH HACTYIIHHM KPHTEPisAM, 106 MaTH
[paBo OpaTH y4acTh y DOCIIiIKEHHI:

* I0pociHii BikoM Bij 18 pokis

* 3pO3YMIB Ta MiJHcaB iHPOPMOBaHY 3ro/1y Ta MIr BUKOHYBATH
IHCTPYKIIiT 3 BHBYEHHS

* Bl TOMipHHX JI0 INTHOOKHX rTabe/sIpHUX 3MOPILIOK 3
MaKCHMaJIbHUM HaCYIUIEHHSIM, SK OLIHIOBAaB JOCIIHHK i3
3actocyBaHHsM GLS,

 Oa)kaB i Mir MPOATH BeCh KYPC JOCIIIKEHHS

13. NocnimxyBaHuit nikapceKuit 3acio,
criocid 3acTocyBaHHs, CHIIa dil

Ha6oTa (6oTyniHIYHUI TOKCHH TUITY A), KOXKEH 3 AKHX MiCTHTb
100 omuaums (O/]) BHCYIIEHOTO ¥ BaKyyMi 60Ty 1iHI9HOTO
TOKCHHY THITy A OyJIH BiTHOBIIEHI 00epexHO 1 0e3 cTpyuryBauus 3
2,5 M1 0,9% cTepuiIbHOTr0, HEKOHCEPBOBAHOTO (hi3ioIoriyHOro
po34KHYy s ocTatogHoro po3eaeHHs 4 OJ1/ 0,1 mi. 3a
nornomororo royiku 30 G ra mmpuua 1 ky6.cMm cy6'ekram BBOHIIH
BHYTPIIIHEOM'30BO B 5 UITBOBHX MICLE, 3a3HAYCHHX B MeTOIHII,

0,1 M (4 OJT) 3arasiom 0,5 mu (20 OJI).
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14. TIpenapaT nopiBHSAHHSA, 1034, CIIOC10
3aCTOCYBaHHs, cuila Iii

®rnaxonu 3 manebo 6y MOpOJKHI, 1 IX 3aIIOBHIOBAIH 2,5 MIT
0,9% CTEepHIbHOr0, HEKOHCEPBOBAHOTO (Di310I0NIHOTO PO3YHHY,
AHATIOTIYHO TOMY, 10 BKa3aHHii JUIs TECTOBAHOIO IPOAYKTY. 3a
nonomoroo ronku 30G Ta mmpuna 1 ky6.cM nanieHTaM BBOJHIIH
BHYTPIIIHEOM’ A30B0 B Ti X 5 IIJTBOBHX MiCIb. Y IbOMY BHIAIKY B
KOXHY AUIsSHKY BBommad 0,1 M1 (hi3i0JIOrYHOTO PO3UHHY, 3arajioM
0,5 M.

®izionoriunmnii po3unH KyMyBalH y KOMEPIIHHHX MOCTaYaIbHUKIB.

15. CynyTHs Tepanis

He 3aCTOCOBYETLCH.

16. Kputepii oninku eheKTHBHOCTI

EV-001, EV-002

* GLS (mkana riabejspHHX 3MOPIIOK) 32 OIIHKOIO JOCHIiIHHKA
(TIA) Ta ominkoro cyd'exta (SA)

» GAIS (I'no6anbHa mKana eCTeTHYHOrO BIOCKOHATEHHS) Bif 1A
Ta SA

* SSS (mkana 3amoBosIeHOCTI ¢y0’eKTa) 3a SA

17. Kputepii oninku 6e3nexu

* BrumiB Ha JIiKyBaHHS

* [ToGiyni edextn

*Meuuna icTopis

» HanipaBnena anketa

» OpieHTOBAHHH OTJISAI CHCTEM
» Qi3uyHui ornag

» JlaGopaTopHi AOC/II/PKEHHS (reMaTolIoris, XiMis, aHani3 ceui,
aHTHOOTY/IIHOBI aHTHTIIA)

« EKT

< JKuTTEBO-BAYKINBI O3HAKH

+ CynyTHi JliKapchki 3acobu

18. CraTucTHYHI METOIHN

JleranbHa iHdopMalis Bka3aHa B KoxkHoMmy Posxini 9.7 KCB
mocipKenHs

19. lemorpadiusi moKa3HUKH
TOCITIKYBaHOT MOMYJIAMIT (CTaTh, BiK,
paca, TOILO)

Bik, craTe, ctatyc (epTHIBHOCTI JKIHOK, paca, THII HIKipH 3a
@inmarpikoM, monepenHs ICTOpis JIKyBaHHs OOTYJIHIYHHAM
TOKCHHOM.

20. Pesynbratu e(peKTUBHOCTI

Pesynpratu y3aranpaeHo B Tabmuii 2.

21. PesynpraTtu 6e3mexu

PesynbraTi y3aranpHeHo B Tabuui 3.

22. BUCHOBOK (3aKJIFOYCHHS )

BBaxaerbcsa, mo mpodine Oesnekd Ta  eEKTHBHOCTI,
IpPEACTaBICHUH Yy JOCHI/DKeHHI, € penpe3eHTaTHBHHAM I
npodimo Oe3mekn Ta edextuBHOCTI HaGorta, sxuit Oyne

[IPEICTABIICHHUH HA PUHKY.
Habora - mikapcekmii 3acib, mo € oxHuUM i3 BapiaHTiB ayId
JIIKyBaHHS rnaﬁygxﬁﬁﬁg{m BHUCOKHUM Tpo(isem

e(heKTHBHOCTI Tgﬁ{ M‘\IBH@‘ n061qHHx peaxuii.

3asgBHUK (IIpeICTABHUK
3asBHHKA)

\k > c»)\;,
<<<( o 5

Jupextop TOB @A MAfPYII». 3yopiituvk A.T.

(. 1. B)
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JomaTok

Tabauus 1 Jemorpadpiyna icropis Kiainiyaux qocaimkens - EV-002

EV-002
US 6azosa ®asza Il besneka Ta EGEeKTHBHICTD

Hemorpadis

IMpubnmznwit Bik — 51 pokie (Big 18-81)

-50.4 pokis nnaueto

-51.5 pokis HaGora

10.2 % = 65 pokis (33/324) 89.5 % xinku (290/324)
10.5 % uonosiku (34/324) 87.7 % Gina wkipa (284/324)
7.7 % temuouukipi (25/324) 2.2 % aziaru (7/324)
Tun wkipu 3a @iTunatpikom

4.9 % Tun 1(16/324) 25.3 % Tun 11 (82/324)

37.0 % Tun IIT (120/324) 22.5 % Tun IV (73/324)
6.5 % Tun V (21/324) 3.7 % Tun VI (12/324)

36.1 % ictopis nonepeansoro BikBy (117/324)

Tadauns 2

KinneBi Touku e) eKTHBHOCTI Ta pe3yJIbTaTH KJIIHIMHHX Jocaimkedb - EV-002

EV-002
US 6asopa ®aza Il Besneka ta EQeKTUBHICTB

IlepBunna KiHueBa
TC 2

Yactka BunpoboByBaHuX, KiacuikoBaHux sk Bianosiai va D30

Lle 6yna koMGiHOBaHa KiHLIEBa TOYKA

Pecnonpenr OyB cyG'exroM i3 nokpauwenusam GLS na > 2 6anu 3 DO go D30 npu
MaKCHMAaJIbHOMY HACYIUISHHI, JIMIIIE 38 YMOBH HesauexHoi 3roau sk [A, tak i SA (ITT)

AmnaJtis nepBHHHOT
KiHIeBOT TOYKH

Bukopucrosytoun nonyssuito ITT, nepesipsin nepBHHHY rirnoTesy, SKILO YacTKa
pecrionaeHTiB y rpyni Habora D30 nopisHioBasa yacTLi pecrnoHISHTIB Y rpymi mianeto
l'inoTe3y nepeBips/iy 3a 10NOMOIOK TOYHOr0o 6e3yMOBHOIO TECTY, NPH LbOMY HOro
To4yHMH JII oGuMcnroBaay LIIIXOM iHBEpCii IBOX OJHOCTOPOHHIX IHTEpBAIliB

3aranbHui koedilieHT NOXUOKH JUls JocimkeHHs Tuiy | (anbda) cranosus 0,05

PesyabTar neppunnoi
KiHIEeBOT TOYKH

BincoTky pecnioHaeHTIB (ToOTO U1 KOK KOMOIHOBAaHOT KIHLIEBOT TOUKH):
-1,3% nnauebo; 95% I (0.0, 7,2)

-70,4% DWP-450; 95% JI1 (64.2, 76,1)

-69,1% pisauus; 95% I (61.5, 75,1), p <0,001

Kosxnoro 3 IA Ta SA okpemo (To6TO KOMIIOHEHTAMH CKIIAAEHOT KiHLIEBOT TOUKH),
abcomoTHa pisHuLg Mixk Habora Ta niaueGo rpynamu

BincoTku pecnioHaeHTiB:

-79,8% IA; 95% I (72.1, 85.2), p<0,001

-72.3% SA; 95% I (63.7, 78.5) p<0,001

Tadannsa 3

Orusin modiunux peakniii Habora (kJiHivaa mporpama po3pooxn)

EV-002 (N=324)

US 6asosa ®aza III Besneka Ta EQexkTHBHICTD

Bynb-ski no6iuni peakuii (AE)

28.5% HabGota 26.9% nnaue6o
1.5% piznuug 95% M1 (-11.2, 14.2)

binbur yacti nobiuni peakitii >5%

lonmoBHa Giib
8.5% Habota 9.0% nnamnebo
-0.4% pizauis 95% I (-13.1, 12.3)

Cepito3ni mobiyHi peakiii

1.6% HaGota (n=4)
0.0% rmutame6o
HeMae BiImoBiHOTO AOCHIIKEHHSA

[ToGiuHi peakiii, AKi TPHU3BOAATH 0 MPUITHHEHHS JOCIIIHKEHHS

0.4% Habota (n=1) 0.0% m1anebo

[To6iuHi peakilii, IKi MPU3BOAITE 10 CMEPTi

0.0% Habora 0.0% mnamedo

Baski nobiyuni peakuii

1.2% Habota (n=3) 0.0% nname6o

[ToGiuHi peakirii, OB’ si3aHi 3 J1iK.3ac000M B IEPIO AOCI JKEHHS

9.8% HabGotra (n=24) 7.7% nnane6o (n=6)

[To6iuni peakilii, Mo CTAHOBIATE OCOOIUBHIL IHTEpEC

3.3% Habora (n=8) 0.0% mnauedo

MOoITHBI peakiiiil rinepuyTIHBOCTI

1.2% Habota (n=3) 1.3% manebo (n=1)




Annex 30

to the Procedure of examination

of registration materials for medicines
submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(Section IV, paragraph 4)

REPORT

about a clinical trial

1. Name of the medicinal product (if available -
registration certificate number)

NABOTA® (Botulinum Toxin Type A
yp

2. Applicant

TOTISPHARMA GROUP LLC

2 Manufacturer

Daewoong Pharmaceutical co.,LTD

4. Conducted trials:

yes

1) the type of medicinal product for which
registration has been conducted or is planned

Medicinal product with complete dossier (stand-alone
dossier)

5. Full name of the clinical trial, coded number
of the clinical trial

A phase III, multi-center, randomized, double blind, active
and placebo control, single dose trial to demonstrate the
efficacy and safety of DWP-450 in adult subjects for
treatment of moderate-to-severe glabellar lines

6. Clinical trial phase

Phase 11

7. Clinical trial period

From Jun 11, 2015 until Apr 16, 2016

. Countries where the clinical trial was EU, Canada
conducted
9. Number of subjects planned: 540

actual: 529 screened, 540 randomized

10. Purpose and secondary objectives of the
clinical trial

To demonstrate the safety and efficacy of DWP-450 in the
treatment of moderate to severe glabellar lines associated
with corrugator and/or procerus muscle activity in adult
subjects at maximum frown

11. Clinical trial design

multicenter, randomized (5:5:1), double blind, placebo and
active controlled, single dose

12. Basic inclusion criteria

A subject must have met the following criteria in order to
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be eligible for enrollment in the study:
« an adult 18 years of age and over

« understood and have signed the informed consent, and
could comply with study instructions

» moderate to severe glabellar lines at maximum frown as
assessed by the Investigator using the GLS

» was willing and able to complete the entire course of the
study

» found that their glabellar lines had an important
psychological impact (on mood, anxiety and/or depressive
symptoms).

13. The investigated drug, method of application,
potency

DWP-450 (botulinum toxin type A, NABOTA®) each
containing 100 units (U) of vacuum-dried DWP-450
(Botulinum Toxin Type A) were reconstituted gently and
without shaking with 2.5 mL of 0.9% sterile, non-preserved
saline solution for a final dilution of 4 U/0.1 mL. Using a
30 G needle and 1 cc syringe, subjects were injected
intramuscularly into the 5 target sites specified in
Methodology with 0.1 mL (4 U) for a total of 0.5 mL (20
U).

14. The drug of comparison, dose, method of
application, potency

Active Control vials contained 100 U of BOTOX
(Clostridium botulinum toxin type A).Placebo Control
vials were empty. Active and Placebo Control vials were
filled with 2.5 mL of 0.9% sterile, non-preserved saline
solution in a similar manner to that specified above for the
test product. In the case of the Active Control, the final
dilution of botulinum toxin type A was 4 U/0.1 mL —
identical to that of the test product. Using a 30 G needle
and 1 cc syringe, subjects were injected intramuscularly
into the same 5 target sites as the test product. Each target
site was injected with 0.1 mL (4 U) for a total of 0.5 mL
(20 U).In the case of the Placebo Control, each target site
was injected with 0.1 mL of saline for a total of 0.5 mL.
BOTOX and saline were sourced from commercial
supplies (Allergan Inc. and B Braun Medical, respectively)

15. Concomitant therapy

[Not applicable.

16. Criteria for evaluating effectiveness

* GLS (Glabellar lines scale) by Investigator’s assessment
(TA) and subject assessment (SA)

» HADS-A (Hospital anxiety and depression scale-anxiety)
and HADS-D by SA

* GAIS (Global aesthetic improvement scale) by [A and
SA

* SSS (Subject satisfaction scale) by SA

17. Security assessment criteria

* Exposure to treatment
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* Adverse events

* Medical history

* Directed questionnaire

* Directed review of systems
* Physical exam

» Vital signs

» Concomitant medications

18. Statistical methods

Detail information is stated in each Study CSR Section 9.7

19. Demographic indicators of the studied
population (sex, age, race, etc.)

Age, Sex, Fertility status of women, Race, Fitzpatrick type

20. Efficiency results

Refer to attached Table 2

21. Results of safety

Refer to attached Table 3

22. Conclusion

The safety and efficacy profile exhibited in the study are
believed to be representative of the safety and efficacy
profile DWP-450 DP will exhibit in the market place.
DWP-450 DP is a candidate drug for the treatment of
glabellar line with a high effectiveness profile and low

adverse cven;ﬁ;c;qgncy

Applicant (owner of MA)

v
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Attachment]|

Table 1: Demographic History of Clinical Studies- EVb-003

EVb-003
EU Pivotal Phase Il Safety and Efficacy

Demography

e mean age =~ 49 years (range 22-79):
— 48.4 years Placebo
—49.7 years BOTOX
—48.8 years DWP-450

e 7.4% > 65 years (40/540)
e 88.1% female (476/540); 11.9% male (64/540)
e 92.8% white (384/414 subjects for whom race data were collected)

Fitzpatrick skin type:

e 2.8% Type I (15/540)

® 34.1% Type 11 (184/540)

e 47.8% Type I1I (258/540)
e 13.3% Type IV (72/540)

e 1.5% Type V (8/540)

e 0.6% Type VI (3/540)

e data not collected for prior history of exposure

Table 2: Efficacy Endpoints and Outcomes of Clinical Studies- EVb-003

EVb-003
EU Pivotal Phase III Safety and Efficacy

Primary Endpoint

e Proportion of subjects classified as responders on D30

e A responder was a subject with a GLS score of 0 or 1, by IA only at maximum
frown on D30 (PP)

Analysis of
Primary Endpoint

e Using the PP Population, the primary hypothesis tested if the proportion of
responders in the DWP-450 and BOTOX groups were each superior to placebo,
AND if the proportion of responders in the DWP-450 group was non-inferior to
that of the BOTOX group

* Test of superiority was performed using the unconditional exact test, by
inversion of two one-sided tests using standardized statistics; a p-value <0.025
was required for each test to conclude that DWP-450 and BOTOX were each
superior to Placebo

* Test of non-inferiority used the two-sided 95% CI of the difference between the
proportion of responders in each group. If the lower bound of the 95% CI of the
difference was greater than -0.10 (i.e., > -10.0%), non-inferiority of DWP-450
vs. BOTOX was concluded.

Primary Endpoint
Result

® Percentages of responders (as defined above):
—4.2% Placebo; 95% CI (0.0, 9.8)
—-82.8% BOTOX; 95% CI (78.1, 87.5)
—87.2% DWP-450; 95% CI (83.0, 91.5)
e Tests of superiority versus Placebo were highly statistically significant, with
absolute differences of:
—78.6% BOTOX vs. Placebo; 95% CI (66.5, 85.5), p<0.001
—83.1% DWP-450 vs. Placebo; 95% CI (70.3, 89.4), p<0.001
* Absolute difference, DWP-450 vs. BOTOX: 4.4%; 95% CI (-1.9, 10.8)

—Given that the lower bound of the 95% CI interval for the difference was
greater than -10.0%, non-inferiority of DWP-450 versus BOTOX was
concluded.
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Table 3: Overview of Adverse Events in the DWP-450 Clinical Development Program

EVb-003 (N=540)
EU Pivotal Phase III Safety and Efficacy

Any AE

e 37.6% DWP-450
e 41.9% BOTOX
e 32.7% Placebo

e -4.3 % Diff. DWP-450 vs. BOTOX, 95% CI (-13.3, 4.4)

Most Common AEs
—i.e., >5%

Headache
e 13.9% DWP-450
¢ 10.2% BOTOX
e 14.3% Placebo

* 3.7% Diff. DWP-450 vs.
BOTOX

Nasopharyngitis

® 8.6% DWP-450

e 11.4% BOTOX

¢ 4,1% Placebo

e -2.8% Diff. DWP-450 vs.

BOTOX

Serious AEs

e 1.2% DWP-450 (n=3)

¢ 0.4% BOTOX (n=1)

e 2.0% Placebo (n=1)

® None study drug related

AEs Leading to Study
Discontinuation

e 0.0% DWP-450
* 0.4% BOTOX (n=1)
® (0.0% Placebo

AEs Leading to Death

¢ 0.0% DWP-450
¢ 0.0% BOTOX
e (0.0% Placebo

Severe AEs

¢ 3.3% DWP-450 (n=8)
¢ 2.0% BOTOX (n=5)
® 4.1% Placebo (n=2)

Study Drug-Related AEs

¢ 15.5% DWP-450 (n=38)
® 14.6% BOTOX (n=36)
® 4.1% Placebo (n=2)

AEs of Special Interest

¢ 2.9% DWP-450 (n=7)
* 1.6% BOTOX (n=4)
e 0.0% Placebo

Possible Hypersensitivity
Reactions

e 1.6% DWP-450 (n=4)
¢ 2.0% BOTOX (n=5)
® 0.0% Placebo
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Honarok 30
10 [lopsinky npoBeeHHs eKCIIEPTH3H
peecTpaliiHuX MaTepialiB Ha JIiKapchKi
3ac00H, 110 OJAIOTECS HA JIePIKaBHY
peecTpaniio (mepepeecTpariio), a TakoxK
eKCIIepTH3H MaTepiasiB mpo BHECEHHS
3MiH JI0 peecTpalifHuX Martepiaiis
IIPOTATOM Jii peecTpalifHoro
IOCBITYCHHSA
(myHKT 4 pozainy V)

3BIT

PO KJiHIiYHe BHNPOOYBAHHS

1. Ha3spa Jlikapcbkoro 3acofy (3a
HassBHOCTI - HOMEP pPeecTpariifHoro
IOCBIIYEHHS)

HaGora (Nabota®)

2. 3asgBHUK

TOB "TOTICOAPMA I'PVII»

3. Bupobuux

Jeiison @apmacerotikan Ko., JIta, Pecniy6nika Kopes

4. [IpoBeaeHi mociimKeH

PTak  Hi KO Hi, OOTPYHTYBaTH

1) Tun nikapebkoro 3aco0y, 3a IKUM
poBoanIacs abo IIaHy€EThCs
JEECTpAIlis

Jlikapcpkuit 3aci6 3a MOBHIM 10ChE (ABTOHOMHE JIOCHE)

5. IloBHa Ha3Ba KIIHIYHOIO
BUIIPOOYBAHHS, KOJOBaHUH HOMEP
KJIIHIYHOTO BUIIPOOYBaHHS

@asa III, GaratouentpoBe, paHgOMi3oBaHHe, HOABiiiHe cirire,
AKTHBHE Ta I11alle00-KOHTPONILOBAHE, OHOI030BE JOCII[KEHHSL,
o0 npoAeMOHCTpyBaTH edexTHBHiCTE Ta Gesneky Haborta y
I0pOCINX [UIA JIIKYBaHHA IOMIPHHX JO ITHOOKMX raabensipHUX
3MOPLIOK.

6. Pa3a KIHIYHOrO BUIPOOYBaHHS

®daza 11

7. Ilepion mpoBeeHHs KIIIHIYHOTO
BUIIPOOYBaHHS

3 11 uepens 2015 p. no 16 xsiTasa 2016 p

8. Kpainu, ne npoBoauiocs KiiHidHe
BUIPOOYBaHHS

Kanana, €C

9. KimpKicTh TOCII Ky BAHAX

3amnanosano: 540 / @aktruno: 529 ckpuninr, 540 pannoMizoBaHo

10. MeTa Ta BTOpHHHI LTI KJIIHIYHOTO
BUIIPOOYBaHH

IIpomemoncTpysatn Gesneky Ta edexrusaicte HaGora mpm
JKYBaHHA BiJl MOMIPHEX D0 TIHOOKHX IabeIIpHUX 3MOPIIOK
TOB’si3aHi M’s130M, AKHI 3MopIiye GpoBy Ta / abo ropiip M a3 y
JOPOCIIHX IpH MaKCHMaJbHOMY HaCYILICHH].

11. Jlu3aiiH KNiHIYHOTO BUIIPOOYBaHHS

OaraToneHTpoBe, panjomizoBane (5:5:1), moagiiine ciine, miare6o
Ta aKTHBHO KOHTPOJILOBAHE, OJHON030BE

12. OcHOBHI KpHUTepii BKIIOUEHHS

Cy0'€KT IIOBHHEH Bi/IOBIAAaTH HACTYIIHHM KPHUTEpisAM, 0O MaTH
[IPaBO OpaTH y9acTh y JOCIIKEHH]:

* nopociuii BikoM Bix 18 pokis

* 3pO3YMiB Ta Ii/mucaB iHbOPMOBaHY 3rojly Ta Mir BUKOHYBATH
IHCTPYKIT 3 BUBYEHHSI

* BiJl IOMIPHHX JI0 TTTHOOKHUX [V1abe/IAPHUX 3MOPIIOK 3
MaKCUMaJIbHUM HACYIUICHHSM, SIK OLIHIOBAB JOCIIIHHUK i3
3actocyBaHHsAM GLS,

e GaskaB 1 Mir poHTH BeCh Kype HOCTiIKEHHs

* r1abesiApHi 3MOPIIKH MaTH BayKITHBHH MCHXOJIOTIYHEH BIUTHB (Ha
HacTpiH, TPHBOXKHICTH Ta / a60 CUMIITOMH JeTpecii).

13. ocmipkyBaHuii TiKapehKuii 3aci6,
criocid 3acTocyBaHHS, CHIa il

HabGota (6oTyniHiunmil TOKCHH THITY A), KOKEH 3 AKHX MicTHTH100
omuuus (OJ]) BHCymIeHoro y BakyyMmi G0TYTiHIYHOIO TOKCHHY
Ay A Oyin BiHOBIEHI 00epexHo i 6e3 cTpyuryBanHs 3 2,5 M
0,9% cTepHIBbHOTO, HEKOHCEPBOBAHOTO (i3i0NIOriYHOro Po3UHHy

JUIs ocTaTo4HOro pospenenns 4 OJ1 / 0,1 mn. 3a H0MOMOror rojiku

A



30 G ra mmpuna 1 xy6.cM cy0'ekTaM BBOJIMIH BHY TPIIIHEOM'S30B0O
B 5 IUTBOBHX MiCIlb, 3a3HaueHuX B Mertomuui, 0,1 mu (4 OJI)
saraioM 0,5 i1 (20 OJ).

3aCTOCYBaHHA, CHJIA il

14. IIpenapar mopiBHSHHS, 1034, CIIOCIO

DaKoHH 3 aKTHBHOK pedoBHHOK MicTiin 100 oguHuLb
BOTOKC (toxcun Clostridium botulinum toxin type A). ®iakonu
3 ranebo Oymi mopoxHiMu., OOuIBa ()JIaKOHH 3aII0BHIOBAIH 2,5
M1 0,9% cTepHiIBHOTO, HEKOHCEPBOBAHOTO (hiziogoriunoro
PO34YHHY MOAIOHHM YHHOM, K 3a3HAYCHO BHIIE ISt
JIOCIIKYBAHOTO IPOAYKTY. Y BHITAIKY 3 aKTHBHOKO PEYOBHHOK
OCTAaTO4YHE PO3Be/leHHs OOTYJIIYHOIO TOKCHHY THITY A CTaHOBHIIO 4
O/ O.1 M - ineHTHYHE PO3BEICHHIO JOCTIIKYBAHOTO HIPOAYKTY.
3a nonomoroto ronku 30 G ta mmpuna 1 ky6.cM namiearam
BBOJIM/IM BHYTPIIIHBOM'SI30BO TYJIH K 5 HiIBOBHX iH €KL K
TECTOBHUI NPOAYKT. B K0o3kHY TouKy BBOJWIHM iH’ ekmito 0,1 mi (4
OJ) zaranom 0,5 mn (20 OM). ¥V Bunazaxy miauebo, B KOXKHY TOUKY
BouH 0,1 M disionoriunoro pozuuny 3aragom 0,5 MiL.
BOTOKC ta ¢i3ionoriynuii po3unH OTPUMYBAIH 3 KOMEPLIHHIX
nocragalbHUKIB (Allergan Inc. Ta B Braun Medical).

15. CynyTHs Tepamis

He 3aCTOCOBYETHCH.

116. Kpurepii oninku edextuBHOCTI

e GLS BixIA Ta SA

* HADS-A (mkana ctpaxy Bifl JikapeHb Ta Jenpecii)
HADS-D Big SA

* GAIS 3a IA ta SA

» SSS Bixg SA

17. Kpurepii oninku 6e3nexu

* BruiuB Ha nikyBanHs

* [To6iuHi edexTn

*Menuuna ictopis

» Hanparnena ankera

* OpieHTOBaHMIT OIS CHCTEM
o OI3UuHM oIS

» JIaboparopHi jpociimkeHHs (reMaTosIorid, XiMis, aHaii3 ceui,
aHTHOOTYJIIHOBI aHTHTINIA)

* EKT

«J)KUTTEBO-BaXKIIMBI O3HAKH

* CynyTHi JIiKapchKi 3acobu

18. CraTucTHYHi MeTOIH

JletanpHa inpopMalis BkasaHna B koxaoMy Poszaini 9.7 KCB
TOCITi JKEHHS

19. Jlemorpadiui MOKasHHKH
MOCTIKYBaHOT TOMyJIslii (ctark, BIK,
paca, TOIIO)

Bik, crare, craryc depTHIBHOCTI IHOK, paca, THII HIKipH 3a
dinmarpikom

20. Pesynbratu edekTHBHOCTI

Pesynpratu y3araneaeno B Tabimmi 2.

21. PesynbraTu Ge3nexu

PesynpraTi y3arajibHeHO B TaOMuIl 3.

22. BUCHOBOK (3aKITIOYEHHH )

BBaxaerbed, mo mpodins Gesnekd Ta  edeKTHBHOCTI,
IpPEeACTaBICHUN Yy JOCTIJPKEHHI, € penpe3ecHTaTHBHUM I
npodimo Oesnexku Ta edexruBHOCTI Habora, sakuit Gynme

Ipe/ICTaBlIeHUH Ha PUHKY.
HaGora - nikapchkuit 3@@16;:::15& e OJHHM i3 BapiaHTIB I
JMKyBaHHS T1a0yJst BHCOKHM mpodimem

WEHO
Bﬂi&\ ﬁ}i”ﬁgﬂnx peaxIii.

3asaBHUK (MIpeACTaBHUK
3ajBHHKA)

e()eKTHBHOCTI Ta HI@@I?KHM plB)'IeMaH;G\
Y57 1ot L

[ E- 'Al‘ PMH», 3yopiiiuvk A.T.
i o= il

Jupextop TOB «A .'

.,’Jg



Homarox

Tab6auus 1 Memorpadivyna icropis kiuiniuaux gocaipkens — EVb-003

EVB-003
€C Hazora Daza 1l beszneka Ta EdexrupHicth

Hemorpadis [Mpubnn3znuii Bik — 49 pokis (Big 22-79)
-48.4 pokiB nnaueto
-49.7 pokis BOTOKC
-48.8 pokie Habora
7.4 % > 65 pokis (40/540) 88.1 % »xinku (476/540)
11.9 % uosnosiku (64/540)
92.8 % 6ina wkipa (384/414 cy6'extu, ans sxux Oyau 3i6pani aaHi npo pacy)
Tun wkipu 3a ditunarpikom
2.8 % Tun 1 (15/540) 34.1 % Tun IT (184/540)
47.8 % Tun 11 (258/540) 13.3 % Tun IV (72/540) 1.5 % Tun V (8/540)
0.6 % Tun VI (3/540)
JaHi He 3i0paHi npo icTOpi0 MoNepeaHLOro BILIMBY

Tabanus 2

Kinuesi ToUKH e eKTHBHOCTI Ta pe3yAbTATH KJIIHIYHHUX Hocaixxkenb - EVb-003

EV-003
€C 0azora Pa3za Ill Besneka ta EdexkTuBHicT

IlepBunna
KiHIeBa TOYKA

YacTka BunpoboByBaHuX, KiacHbhikoeaHuX Sk Bianorini Ha D30
Pecnonaentom Gys cy6'ekt 3 ouinkoio GLS 0 abo 1, BukoHaHwii [A nuLe npu MakcuManTbHOMY
HacyruieHHi D30 (PP)

AHaJui3
nepBHHHOT
KiHIeBOI TOUKH

Brkopucrosyioun nonyasuito PP, nepeipsiu nepBuHHY rinotesy, uu 4acTka pecrioHAEHTIB y
rpynax Habora ta BOTOKC nepepuysana miaue6o, i AKLIO YacTKa PECTIOHIEHTIB Y TPy
Habora ne Gyna nwkuoto Bin rpynu BOTOKC

Tect Ha nepeBary npoBoaBed 3a 10NOMOroI0 Ge€3yMOBHOIO TOYHOIO TECTY LIIAXOM iHBEpCil
ABOX OJHOCTOPOHHIX TECTIB i3 BUKOPHCTAHHAM CTaHAAPTH30BAHOT CTATUCTHKH; T KOKHOTO
TecTy noTpibHo Oyno 3HaueHHs p <0,025, wo6 3pobuTtk BHCHOBOK, 1o HaGora i BOTOKC
nepeBepUIyIOTh Mianeto

Tect Ha HENOBHOUIHHICTE BUKOPUCTOBYBAB IBOCTOPOHHIH 95% JII pisHMLI Misk uacTKoIO
PECTIOH/IEHTIB Y KOXHik rpymi. Akio HukHsa Mexa pisuuui 95% JII nepesuntysana na -0,10
(to6T0 > -10,0%), 6yn10 3pobaeHo BUCHOBOK Mpo HemoBHoLiHHicTh Habora mono BOTOKC.,

PesyabTar
nepBHHHOT
KiHLIeBOT TOYKH

BincoTku pecrioHaeHTIB (K BU3HAYEHO BHILE):

-4,2% mnauebo; 95% JII (0.0, 9,8) -82,8% BOTOKC; 95% JII (78.1, 87,5)

-87,2% DWP-450; 95% JI1 (83.0, 91,5)

Tectu na nepepary nopisHAHO 3 1ane6o Gy BUCOKO CTATUCTUYHO 3HAUYIIHMH, 3
abCOIIOTHUMH BIJIMIHHOCTAMH:

- 78,6% BOTOKC nopienano 3 nnauebo; 95% JII (66.5, 85.5), p<0,001

-83,1% Ha6ora nopiensauo 3 nnaue6o; 95% 1 (70.3, 89,4), p<0,001

abcomorHa pisHuns, Habota nporu BOTOKC: 4,4%; 95% JII (-1,9, 10.8)

BpaxoByroun, wo HkHs Mexa intepsary 95% JII ang pisuuui 6yna Ginsie - 10,0%, 6yio
3pobJIeHO BUCHOBOK MO HenoBHOUiHHICTE HaGoTa y nopisuauni 3 BOTOKC.

o



Tabanus 3

Orasig nodiunnx peakuiii B HaGora (kiinivHa nporpama po3po6ku)

EV-003 (N=540) €C 6azosa Pasa Il Besneka Ta EdekrupHicTh

Bynb-aki nobiuni peakuii

37.6% HaGota 41.9% BOTOKC 32,7% Ilnaue6o
4.3% piznuug Hab6orta npotu BOTOKC, 95% JII (-13.3, 4.4)

binem yacti nobivHi peaxuii Ta
i >5%

TonoBHa Gine Hasogapuurit
13.9% Ha6ora 8,6 % Habora

10.2% BOTOKC 11,4 % BOTOKC

14.3% ITnaue6o 4,1 % Ilnaue6o

3.7% pi3Huug mMixk Habora 3 -2,8% piznnus mixk HaGoTa 3 BOTOKC
BOTOKC

Cepiio3ni no0iyHi peakiii

1.2% Habota (n=3)

0.4% BOTOKC (n=1)

2.0% nnane6o (n=1)

Hemae BiAMOBIIHOTO TOCIIIKEHHS

[To6iyHi peakitii, IKi MPH3BOAATH
JI0 IIPUNTHHEHHS 0C/I [KEHHS

0.0% Habora 0.4% BOTOKC (n=1)
0.0% mnanebo

[ToGiuni peakiil, sSKi IPU3BOJATE
JI0 CMEPTi

0.0% Habora 0.0% BOTOKC
0.0% mnaneto

Baskxi moGiuni peaxiii

3.3% Habora (n=8) 2.0% BOTOKC (n=5)
4.1% nnane6o (n=2)

1o uryHi peakiiii, moB’s3aHi 3
Tik.3acoboM B mepiojn
JIOCITIJKEHHS

15.5% Habora (n=38)
14.6% BOTOKC (n=36)
4.1% nnaue6o (n=2)

[ToGiuHi peakirii, IO CTAHOBIATE
ocoOuBHi iHTEpEC

2.9% Habota (n=7)
1.6% BOTOKC (n=4)
0.0% mnane6o

MosxuBi peakiiii
rirnepuyTiIHBOCTI

1.6% Habora (n=4)
2.0% BOTOKC (n=5)
0.0% nnauedo




Annex 30

to the Procedure of examination

of registration materials for medicines
submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(Section IV, paragraph 4)

REPORT

about a clinical trial

1. Name of the medicinal product (if available -
registration certificate number)

INABOTA® (Botulinum Toxin Type A)

2. Applicant

TOTISPHARMA GROUP LLC

-3, Manufacturer

Daewoong Pharmaceutical co.,LTD

4. Conducted trials:

yes

1) the type of medicinal product for which
registration has been conducted or is planned

Medicinal product with complete dossier (stand-alone
dossier)

5. Full name of the clinical trial, coded number
of the clinical trial

A multi-center, open label, multiple dose, phase II trial to
demonstrate the safety of DWP-450 in adult subjects for
treatment of moderate-to-severe glabellar lines

6. Clinical trial phase

Phase II

7. Clinical trial period

From Sep 15, 2014 until Nov 23, 2015

2 Countries where the clinical trial was US
_onducted
9. Number of subjects planned: 354

actual: 371 screened, 352 randomized

10. Purpose and secondary objectives of the
clinical trial

To demonstrate the safety, and establish an estimate of risk
for adverse events, in adult subjects receiving repeat doses
of DWP-450 for the treatment of moderate to severe
glabellar lines associated with corrugator and/or procerus
muscle activity in adult subjects

11. Clinical trial design

multicenter, non-randomized, open label, multiple dose

12. Basic inclusion criteria

A subject must have met the following criteria in order to
be eligible for enrollment in the study:
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« an adult 18 years of age and over

« understood and have signed the informed consent, and
could comply with study instructions

» moderate to severe glabellar lines at maximum frown as
assessed by the Investigator using the GLS

» was willing and able to complete the entire course of the
study

13. The investigated drug, method of application,
potency

DWP-450 (botulinum toxin type A, NABOTA®) each
containing 100 units (U) of vacuum-dried DWP-450
(Botulinum Toxin Type A) were reconstituted gently and
without shaking with 2.5 mL of 0.9% sterile, non-preserved
saline solution for a final dilution of 4 U/0.1 mL. Using a
30 G needle and 1 cc syringe, subjects were injected
intramuscularly into the 5 target sites specified in
Methodology with 0.1 mL (4 U) for a total of 0.5 mL (20
U)

4, The drug of comparison, dose, method of Not applicable
application, potency
15. Concomitant therapy Not applicable.

16. Criteria for evaluating effectiveness

* Glabellar lines scale (GLS) by Investigator’s assessment
(IA)

* Global aesthetic improvement scale (GAIS) by subject
assessment (SA)

* Subject satisfaction scale (SSS) by SA

17. Security assessment criteria

* Exposure to treatment

* Adverse events

» Medical history

* Directed questionnaire

* Directed review of systems
* Physical exam

* Laboratory tests
(hematology, chemistry, urinalysis, anti-botulinum
antibodies)

*ECG
» Vital signs

» Concomitant medications

18. Statistical methods

Detail information is stated in each Study CSR Section 9.7

19. Demographic indicators of the studied

Age, Sex, Fertility status of women, Race, Ethnicity,
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population (sex, age, race, etc.)

Fitzpatrick skin’s Type

20. Efficiency results

The long-term study, undertaken primarily to assess the
safety of DWP-450 in the treatment of moderate to severe
glabellar lines, were designed as identical, multicenter (11
US sites), non-randomized, open label, multiple dose
studies of 365 days duration. 352 healthy adult subjects
who had moderate to severe glabellar lines (GLS score of

22) at maximum frown were enrolled. In the study, the
GLS assessment was by Investigator only.

All subjects were administered a single initial treatment
(IT) of DWP-450 (total of 20 U, administered as 4 U/ 0.1
mL injected into each of 5 sites) on Day 0. Subjects were
then followed up at office visits on Day 3, 7, 14, 30 and 90.

On and after Day 90, subjects were eligible for a repeat

treatment (RT) if their GLS score was 22 at maximum
frown, as assessed by the Investigator. If a subject did not
have a GLS score >2, they were followed monthly until

eligible for RT or until the study ended on Day 365. After
each RT, subjects were followed up by telephone on Day 3
and 14, and at office visits on Days 7, 30 and 90. Subjects
could receive a maximum of 4 treatments (the [Tplus
3RTs). No treatment was to be allowed after Day 330, such
that subjects with a last treatment on that day had at least
30 days of follow-up.

350 subjects formed the Safety Population formed the
Response Evaluable Population for the assessment of
efficacy, defined as all subjects who received at least one
dose of DWP-450 on Day 0 and had at least one post-
baseline Investigator or subject assessment. Most subjects
completed these study: 84.4%. By definition, no major
protocol deviations occurred in the multiple dose studies
since all efficacy endpoints in these studies were
exploratory in nature. Subjects were highly similar in their
demographic and other baseline characteristics. Subjects in
the study had a mean age of 50.8 years. Most were less
than 65 years of age; 9.4% were 65 years of age or older.
Most were female: 94.0%.

Most were racially identified as white: 91.8%. All
Fitzpatrick skin types were represented; the most common
types were I, III and IV. More subjects had an assessment
of severe (rather than moderate) glabellar lines on the GLS
at maximum frown at baseline: 71.3 by Investigator
assessment.

Because of their open-label non-randomized designs, all
efficacy endpoints in the multiple dose study were
considered exploratory. The only efficacy endpoint for
which 95% Cls were constructed was the proportion of

subjects with a 21 point improvement from baseline GLS

score at rest at Day 365 (i.e., the end of study, EOS) by
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[nvestigator assessment:

— By Investigator assessment, 323 subjects had a GLS
score at rest >0 (i.e., 1, 2 or 3) at baseline and therefore

could potentially have had a >1 point improvement in GLS

score at rest at a post-baseline visit; 32 were missing the
EOS GLS assessment

— 75.9% (95% CI of 70.6, 80.7) of those who also had EOS

GLS data had a 21 point improvement from baseline GLS
score at rest at EOS.

Efficacy data from the multiple dose studies were primarily
used to investigate the persistence of effectiveness
following repeat treatments of 20 U of DWP-450. Using
pooled data, the endpoints examined for this purpose in the

Integrated Summary of Efficacy (ISE) included: a 22 point

improvement at maximum frown on Day 30 from Day 0 on
the GLS following each treatment by Investigator
assessment; GAIS score on Day 30 following each
treatment by Investigator assessment and, SSS score on
Day 30 following each treatment,

21. Results of safety

Refer to attached Table 2

22. Conclusion

The safety and efficacy profile exhibited in the study are
believed to be representative of the safety and efficacy
profile DWP-450 DP will exhibit in the market place.
DWP-450 DP is a candidate drug for the treatment of
glabellar line with a high effectiveness profile and low
adverse event éfgggugggy.

AN O R,

Applicant (owner of MA)

N

£~ TR 4
Mo s Y
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[Attachment]
Table 1:

Demographic History of Clinical Studies- EV-004

EV-004
US Phase II Long-term Safety

Demography

e mean age 50.8 years (range 23 — 83)

e 9.4% > 65 years (33/352)
® 94.0% female (331/352); 6.0% male (21/352)
® 91.8% white (323/352); 4.3% black (15/352)

® 19.3% Hispanic (68/352)

Fitzpatrick skin type:
e 10.2% Type I (36/352)

e 3.4% Type V (12/352)
* 0.9% Type VI (3/352)

e 32.1% Type 11 (113/352)
® 31.5% Type I (111/352)
e 21.9% Type IV (77/352)

e data not collected for prior history of exposure

Table 2: Overview of Adverse Events in

the DWP-450 Clinical Development Program

EV-004 (N=352)
US Phase II Long-term Safety

Any AE ® 42.0% overall
— 29.5% after IT
—15.4% after RT1
—12.6% after RT2
—10.4% after RT3
Most Common AEs Headache
—i.e,>5% e 15.3% DWP-450
Serious AEs ¢ 2.0% DWP-450 (n=7)

¢ None study drug related

AEs Leading to Study Discontinuation

e 0.6% DWP-450 (n=2)

AEs Leading to Death

e 0.0% DWP-450

Severe AEs ¢ 2.6% DWP-450 (n=9)
Study Drug-Related AEs e 14.5% DWP-450 (n=51)
AEs of Special Interest ® 3.1% DWP-450 (n=11)

Possible Hypersensitivity Reactions

e 1.7% DWP-450 (n=6)
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Homatoxk 30
10 Iopsaky mpoBeneHHs eKCTIepTH3H
peecTpalifHuX MaTepiaiiB Ha JIKapChKi
3ac00H, 110 MOJAFOTHCS HA IEPIKABHY
peecTpartito (ImepepeecTpartito), a Takox
eKCIIepPTU3H MaTepiajiB PO BHECEHHS
3MIH 10 peecTpaliiiHuX MaTepiaiiB
IIPOTSArOM JIii peecTpaliiHoro
MOCBITYEHHS
(myHKT 4 po3ainy IV)

3BIT

Npo KjaiHiYHe BHNIPOOYBaHHS

1. Ha3ga nikapcekoro 3aco0y (3a
HAssBHOCTI - HOMEp peecTpamiifHoro
MOCBITICHHS )

Hatota (Nabota®)

2. 3asdBHHK

TOB "TOTICOAPMA I'PVII»

3. BupobHuk

Jleiion ®apmacerotikan Ko., JIta, Pecriy6nixa Kopest

4. IIpoBeneni qOCIIIIKEeHHS:

»TaKk HI  SKIIO Hi, O0IpyHTYBaTH

1) Tan JikapceKoro 3acoly, 3a SKHM
rapoauacs abo MiIaHyeTbes
puecTpartis

Jlikapcpkuit 3acid 3a TOBHHM J0CHE (ABTOHOMHE JIOCHE)

5. IToBHa Ha3Ba KIIIHIYHOIO
BHIIPOOYBaHH:, KOAOBaHHH HOMED
KJITHIYHOTO BHITPOOYBaHHS

baraTtonenTtpose, Bifkpure, 6araropasose nociikeHns, dasa I1
BHIIPOOyBaHHsA LI00 mpoxeMoHcTpyBatH Oesmeky HaGora y
JIOPOCIIMX TAI€HTIB JUIA JIIKYBaHHsS MOMIPHHX 1O TIHOOKHX
riadessipHUX 3MOPIIOK.

6. ®a3a KIHIYHOTO BUIPOOYBaHHA

®daza [1

7. Ilepion npoBeneHHs KIiHIYHOTO
BUIIPOOYBaHHS

3 15 Bepecus 2014 mo 23 nucronama 2015

8. Kpainu, ne npoBomunocs kiiHiuHe
BUIIPOOYBaHHS

CIIA

9. KinbKiCTh 10CHIIPKYBaHHX

sarmanoBano: 354 / axtiyHo: 371 ckpuHiHr, 352 paHzoMizoBaHO

10. Meta Ta BTOpHHHI I1iJTi KJIIHIYHOTO
BUNPOOYBaHHS

EV-004: TIpomemoHcTpyBaTH Oe€3meKky Ta BCTAHOBHTH OI[HKY
pH3MKY NOOIYHHX peakuif y HOpOCIHHX MIpH OTPHMAHHS
noBTOpHUX 103 Haborta s nikyBaHHS moMipHEX ab0 TIIHOOKHX
r1abelIpHEX 3MOPIIOK, OB S3aHHX 3 M’S30M, AKHH 3MOpIILyE
OpoBy Ta / abo rop/iiB M’s3 y J1OPOCIIHX.

11. Jluzaiis KJIiHIYHOTO BUMTPOOYBaHHS

OaraTolleHTpOBe, HepaHI0MI30BaHe, BIIKPHUTE, Oararopasona 103a

12. OcHOBHI KpHUTepii BKJIFOUEHHS

Cy0'eKT IOBHHEH BiJIIOBIIaTH HACTYITHUM KPHUTEPiAM, 106 MaTH
[1paBo OpaTu y4yacTh y JOCIIIKESHHI:

* opociHii BikoM Bix 18 pokis

* 3pO3yMIB Ta IKCAB iHPOPMOBAHY 30y Ta Mil' BUKOHYBATH
IHCTPYKIIT 3 BHBUEHHS

* B/l HOMIPHHX /10 ITTHOOKUX I1abeNsspHUX 3MOPIIOK 3
MaKCHMaJIbHHM HACyIUICHHSM, SIK OI[IHIOBAB JIOCIIIHHK i3
3acTocyBaHHAM GLS,

e OakaB 1 MII' IPOHTH BeCh KypC AOCIIIKEHHs

13. MocnijkyBanuit nikapcbKuii 3acio,
criocid 3acTocyBaHHS, CHIA Oil

Habota (OoTyiHi4YHMIA TOKCHH THITY A), KOXKEH 3 SKHX MicTUTh 100
oxuaunb (O/]) BUCYIIEHOTO y BaKyyMi OOTYIiHIYHOTO TOKCHHY
Tuny A Oymu BimHOBIEHI 06epexHo i 6e3 cTpyiryBanHs 3 2,5 M
0,9% cTepuIbHOr0, HEKOHCEPBOBAHOTO ()i310JI0TUHOI0 PO3UHHY
U1 0OcTaTOYHOTO po3BeeHHs 4 O]/ 0,1 mu1. 3a JoOMOT0I0 TOJIKH

30 G ta mnpuna 1 ky6.cM cy0'eKTaM BBOOHIIH BHYTPIIIHBOM 3080
p Y Y YTp

2/



B 5 LLJILOBHX MiCIlb, 3a3HaueHuX B Metoauiu, 0,1 mi (4 O)
zaraiom 0,5 mi (20 OJT).

14. TIpenapar nopiBHIHHSA, /1033, CIIOCIO
3acTOCYBaHH:A, CHIa Jii

He 3acTOCOBYETHCSL.

15. CynyTHA Tepanis

He 3actocoByeTnes.

16. Kpurepii oninku eekTHBHOCTI

* [1Ikana rinabenspuux niHii (GLS) 3a ouinkoro nocignuka (I1A)
* I'mobanpna mkama ecteTHyHoro BaockonaneHHs (GAIS) za
OLIIHKOIO ¢y0'ekTa (SA)

* [1Ikana 3amoBosieHoOCTI cy0'exTa (SSS)

17. Kputepii oninku Oe3neKu

* BrutiB Ha niKyBaHHA

* [1oGiuni peaxuii

*MeauuHa ictopis

* Hampagnena ankera

* OpieHTOBaHUIt OIS CUCTEM
» Qi3uUHUM OTJIAL

* JIaGopaTopHi nociiKeHHs (TeMaToIoris, XiMisl, aHasii3 ceui,
AHTUTOTYJIIHOBI AHTHTINIA)

* EKT’

*)KuTTEBO-BAXK/IHBI O3HAKH

» CynyTHI JTiKapchKi 3aco0u

lo. CTaTHCTHYHI METOIH

JletanbHa indopmallis Bkazana B kokaomy Posaiii 9.7 KCB
TOCITiKEHHS

19. IemorpadiyHi OKa3HUKH
JI0CII1KY BAHOT IOy il (cTaTh, BiK,
paca, TOLIO)

Bik, cratp, cratyc (epTHIBHOCTI JKIHOK, paca, HalliOHAILHICTB,
THUII IIKipH 3a PinnarpixoM

20. Pesynbrarn eekTHBHOCTI

JlOBrocTpoKoBi JOCIIIKCHHS, MPOBEACHI HAacamIiepel 3 METOH
ouinku Oe3neku Habora mpu niKyBaHHI CepeIHBOTSKKHX Ta
TSUKKHX Tna0enapHux JiHid, Oymm po3poOsieHi sSK 1IeHTHYHI,
OararorenTpoBi (11 amMepHKaHCBKHX CaifTiB), HEpaHIOMI30BaHi,
BIIKpUTi, 6araTom030Bi AOCIiKEHHS 3 TPUBATICTIO B 365 JHIB.
byno 3apaxoBano 352 310poBHX AOpOCIHX CYO'€KTIB, sIKi MaJH Bij
HNOMipHHX 10 rmubokux riabenspHi 3mopiuku (ouminka GLS >2)
IIPH MaKCHMaJIBHOMY HacyIUIeHHi. Y jociimkenHi, ominky GLS
IIPOBOJMB JIHIIE TOCTiIHHK.

Bcim cy6’exram BBogmau oxHopasoBo (IT) mpemapar HaGora
(3araom 20 OJ1, y Burisiai 4 OJ1 / 0,1 M, BBOJSIYM B KOXKHY 3 5
ainaHoK) B 1eHb 0. Cy6’exTiB notiM crioctepiranu Ha Jlens 3 , 7,
14,301 90.

Ha 1 micna 90-ro gHg cy0’e€KTH Mald NpaBO Ha MOBTOPHE
mikyBanHA (RT), sxmo ix mokasuuk GLS cramoBus > 2 upu
MaKCHMAallbHOMY HacyIUIeHHi, NpPH OLIHII Jocmignuka. SIkimo
cy0’ext He MaB ouiHku GLS > 2, 3a HuMEH crmocTepiraiu
IOMiCSAIIs, JOKH He OTPHMAITH IIPaBO Ha IIOBTOPHE JIIKYBaHHS 200
I0 3aKiHYeHHs IOCHiDKeHHs Ha 365 nens. [licns KoxHOTrO
IOBTOPHOTO JIKYBaHHS 3a BCYO'€KTaMH CIIOCTEpIraim o
TenedoHy Ha 3 Ta 14 neHs Ta nijx yac Biasigyeaus 7, 30 Ta 90 mui.
CyG'extnn Moryin nmpoHTH MakcHMyM 4 mpouenypu (1 mepBHHHE
NiKyBaHHA Ta 3 noBTopHi). JKomHe NiKyBaHHS He MOBMHHO 0YJI0
OyTu no3Boneno nicis 330-ro qHs, TAKUM YKHOM, 1100 cy0’e€KTH,
SAKHM IIPOBOJMIIOCST OCTAHHE IIKyBaHHS B TOH JE€Hb, MalH
npuHaiiMHi 30 IHIB CIOCTEPEIKEHHS.

350 cyO'extiB chopMyBasM Tpymy OIIHKH  BiIMOBimei
e()eKTUBHOCTI, SIKI OTPUMYBAJIH IIIOHAHMeEHIIIe OqHyY 103y HabGora
B JeHs 0 Ta Majlud NMpHHAHMHI OIHKY OJHOTO JOCTigHHWKA abo




cyb'ekta micns mepBHHHOI mnpouexypu. Binemiicts cy6'exTiB
3aKiHUMIM me JocimimkeHHs: 84,4%. 3a BuU3HAueHHAM, Y
JOCIIDKEHHAX 0araTopasoBux J[J03 He Bigdymocd 3HAYHHX
BIIXMIICHb BiJl MPOTOKONY, OCKLIBKM BCi KiHIEBI TOYKH
eeKTHBHOCTI B IMX JOCILDKEHHAX Mald JOCITiIHHUIBKHIA
xapakrep. Cy0G'extm Oymu  gyxe cxoxi 3a  CcBOIMH
neMorpagivHAMHE Ta IHIIMMH BHXIIHHMH XapaKTEPUCTHKAMH.
Cy0'extu nocmimuxeHHs Masiu cepeHiit Bik 50,8 pokis. Binsmocti
Oymo mene 65 pokis; 9,4% Gyiu Bikom Bizx 65 pokis. BikimicTio
Oymu xiuku: 94,0%.

Binbiicts i3 Hux Gymm pacoBo BusHaueHi sk 6ini: 91,8%. Bymm
npencTasieHi Bei THIM wKipu @inmartpika; HainmomupeHimuMu
tanamu Oynu II, III ta IV. Binsme cyG'extiB Mamu OwiHKy
rnGOoKHX (a He HOMipHHX) r1aberapHEX 3MOPIIOK Ha mkani GLS
IIPH MaKCHMaJIbHOMY HACyIUIEHHI Ha BHXiZHOMY piBHi: 71,3 3a
OLIIHKOIO JOCIIiIHHKA.

Hepes IX BIOKPUTHIH HepaHIOMi30BaHU AU3aiiH yci KiHLEBI TOUKH
e(eKTHBHOCTI y JOCHi[UKEHHI 0araTopa3’oBHX 03 BBaKAJIHCA
AOCTIAHALBKIMHU. €IHHOIO KiHIIEBOKO TOYKOIO €(EeKTHBHOCTI, s
akoi Oyno mobynoBano 95% JII, Oyna uactka cyG'ekTiB i3
noJIinmeHHsaM Ha >1 6an Bix BuxigHOro 6amy GLS y cTaHi ciokoro
Ha JeHb 365 (1o6To KiHeus mocnimkenHs, EOS) 3a owiHkow
JIOCITiIHHUKA:

- 3a oLiHKOO JoCIiHIKa, 323 cy6'eKTa Many y cTaHi crokoro > 0
(tobto 1, 2 abo 3) ma Gasosiit mimiii GLS wkamu, i Tomy
MOTEHUIHHO MOIJIM MaTH IoKpamenHs >1 Gana no mxani GLS y
CTaHi CIIOKOKO M/l Yac BiJBiXyBaHHS ITiciIsl IEPBUHHOTO eTamy; 32
nponyctiii oninky EOS GLS

- 75,9% (95% Al 3 70,6, 80,7) 3 THX, XTO Takox MaB mani EOS
GLS, Manu nonimmenns >1 6an Bix 6azoroi minii mxam GLS y
cTaHi crioxoto npu EOS.

Jani mpo edeKkTHBHICTH JOCITIZXKEeHHS 6araTopa3’oBHX 103 B
OCHOBHOMY BHKOPHCTOBYBAIHMCH JUIss IOCHIKEHHS CTiHKOCTI
eexTuBHOCTI micas mnosropuux mikysamp 20 O]l Habora.
Buxopuctosytoun 06’eHaHi JaHi, KiHIEBI TOYKH, PO3TIAHYTI 3
uiero Metolo B IHTerpoBaHOMy pesiome edektusHOCT (ISE),
BKIIOYAIH: MOKpameHHs =2 OaliB IIpH MaKCHMaIbHOMY
HacymieHHi Ha 30-ff nmewp 3 0-ro mus Ha mxam GLS michs
KOJKHOT'O JIIKYBaHHsI 3a OIIHKOIO jgocainauka; GAIS Ha 30-if neHb
MicJIst KOXKHOTO JIKYBaHHs 38 OLIHKOK J0CIiTHuKa, i SSS-6a Ha
30-i feHBb micyst KOXKHOTO JIIKYBaHHS.

21. Pesynbratu Oesnexu

PesynbTaTu y3araasHeHO B TaOJUI 2.

22. BUCHOBOK (3aK/IFOUCHHS )

Beaxaetscs, mo npodins GesmekH Ta  e()EKTHBHOCTI,
TpPEJICTaBlIEHUH y [OOCTiJDKeHHI, € penpe3ecHTaTHBHUM I
npopimo Oesmekn Ta edekrtuBHocti HaGora, sxuit 6yne
NIpeICTaBICHHH Ha PUHKY.

Habora - mxapcsmu\ﬂsacl@,mgo € OJHHM I3 BapiaHTiB I

\.r(u

TKyBaHHS rﬂaGyHﬁpHﬁ "*mdg 3 BHCOKHM Ipodiiem

3asBHHUK (IpeICTaBHHK
3assBHUKA)

e(eKTUBHOCTI Ta J‘-fE;LKIw p1 \HOQHHHX peaxiii.
-

X riii’i&d) 52
: <ABI IEHArP 8. 3vopitiayic A.T.
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HozaTox

Tabmaus 1 lemorpadiuna icropin kniniuaux gocrixkens —EV-004

EV-004
US ®a3a Il [loBrocrpokosa Gesnexa

Hemorpadis

[Tpubauzuuii Bik — 50.8 pokis (Big 23-83)

9.4 % > 65 pokis (33/352)

94.0 % sxinku (331/352)

6.0 % uonogiku (21/352)

91.8 % 6ina wkipa (323/352)

4.3 % TemHoukipi (15/352)

19.3 % nartuHoamepukanii (68/352)

Tun mkipu 3a @itunarpikom
10.2 % Tun 1 (36/352)

32.1 % Tun 11 (113/352)
31.5 % Tun 111 (111/352)
21.9 % Tun IV (77/352)

3.4 % Tun V (12/352)

0.9 % Tun VI (3/352)

Jlani He 3i0paHi icTopil nonepeaHLOro BILIUBY

Tabauns 2

Orusix nodiynux peakuiii B Ha6ora (kiiniyna nporpama pospoxu)

EV-004 (N=352)

US ®aza Il JJoerocrpokosa Oe3neka

Byap-sxi noGiuni peakuii

42.0% 3aranom

29,5% mic/1s NepBUHHOTO JIiKYBaHHA
15,4% mnicnst MOBHOPHOTO JIiKyBaHHs 1
12.6% nicys MOBTOPHOTrO JiKyBaHHs 2
10.4% micJis MOBTOPHOro JIiKyBaHHs 3

binbmr gacti noGiuni peakiii >5%

['onoBua 6116
15.3% Ha6ora

Cepiio3ui nobiuni peakii

2.0% HaboTa (n=7)
Hemae BiNoBIIHOrO AOCIIIKEHHS

To6iuni peakuii, sKi NIPU3BOAATE 10
NPUOWHEHHS JIOCIIDKEHHS

0.6% Habota (n=2)

ITo€ _1i peakii, sSiKi IPU3BOISTH A0 CMEPTi

0,0% HaboTa

Baskki mobiuni peakuii

2.6% Hab6ora (n=9)

[TobGiuni peaxmil, moB’s3ani 3 1iK.3ac000M B
epioJ JOCIIIKEHHsI

14.5% Habora (n=51)

[To6Giuni peaxiii, 1110 CTAHOBIATL 0COOIMBHIA
iHTEpec

3.1% HaGota (n=11)

MosknuBi peakuii rinep4y TAHBOCTI

1.7% Habora (n=6)




Annex 30

to the Procedure of examination

of registration materials for medicines
submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(Section IV, paragraph 4)

REPORT

about a clinical trial

1. Name of the medicinal product (if available -
registration certificate number)

NABOTA® (Botulinum Toxin Type A)

2. Applicant TOTISPHARMA GROUP LLC
2. Manufacturer Daewoong Pharmaceutical co.,LTD
4. Conducted trials: yes

1) the type of medicinal product for which
registration has been conducted or is planned

Medicinal product with complete dossier (stand-alone
dossier)

5. Full name of the clinical trial, coded number
of the clinical trial

A multi-center, open label, multiple dose, phase II trial to
demonstrate the safety of DWP-450 in adult subjects for
treatment of moderate-to-severe glabellar lines

6. Clinical trial phase

Phase 11

7. Clinical trial period

From May 07, 2015 until Aug 25, 2016

2. Countries where the clinical trial was US
~onducted
9. Number of subjects planned: 565

actual: 597 screened, 570 ranomized

10. Purpose and secondary objectives of the
clinical trial

To demonstrate the safety of multiple doses of DWP-450
purified Botulinum Toxin Type A in the treatment of
moderate to severe glabellar lines associated with
corrugator and/or procerus muscle activity in adult
subjects.

11. Clinical trial design

multicenter, non-randomized, open label, multiple dose

12. Basic inclusion criteria

A subject must have met the following criteria in order to
be eligible for enrollment in the study:
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» an adult 18 years of age and over

» understood and have signed the informed consent, and
could comply with study instructions

» moderate to severe glabellar lines at maximum frown as
assessed by the Investigator using the GLS

* was willing and able to complete the entire course of the
study

13. The investigated drug, method of application,[DWP-450 (botulinum toxin type A, NABOTA®) each
potency containing 100 units (U) of vacuum-dried DWP-450

(Botulinum Toxin Type A) were reconstituted gently and
without shaking with 2.5 mL of 0.9% sterile, non-preserved
saline solution for a final dilution of 4 U/0.1 mL. Using a
30 G needle and 1 cc syringe, subjects were injected
intramuscularly into the 5 target sites specified in
Methodology with 0.1 mL (4 U) for a total of 0.5 mL (20
).

14. The drug of comparison, dose, method of  [Not applicable
application, potency
15. Concomitant therapy Not applicable.

16. Criteria for evaluating effectiveness

* Glabellar lines scale (GLS) by Investigator’s assessment
(IA) and subject assessment (SA)

* Global aesthetic improvement scale (GAIS) by IA and
SA

* Subject satisfaction scale (SSS) by SA

17. Security assessment criteria

* Exposure to treatment

* Adverse events

* Medical history

* Directed questionnaire

* Directed review of systems
* Physical exam

* Laboratory tests
(hematology, chemistry, urinalysis, anti-botulinum
antibodies)

* ECG
* Vital signs

e Concomitant medications

18. Statistical methods

Detail information is stated in each Study CSR Section 9.7

2/5
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19. Demographic indicators of the studied
population (sex, age, race, etc.)

Age, Sex, Fertility status of women, Race, Ethnicity,
Fitzpatrick skin’s Type

20. Efficiency results

The long-term EV-006 studies, undertaken primarily to
assess the safety of DWP-450 in the treatment of moderate
to severe glabellar lines, were designed as identical,
multicenter (18 US sites), non-randomized, open label,
multiple dose studies of 365 days duration. 570 healthy
adult subjects who had moderate to severe glabellar lines
(GLS score of >2) at maximum frown were enrolled. In the
studies, the GLS assessment was by both Investigator and
subject.

All subjects were administered a single initial treatment
(IT) of DWP-450 (total of 20 U, administered as 4 U/ 0.1
mL injected into each of 5 sites) on Day 0. Subjects were
then followed up at office visits on Day 2, 7, 14, 30 and 90.

On and after Day 90, subjects were eligible for a repeat
treatment (RT) if their GLS score was >2 at maximum
frown, as assessed by the Investigator. If a subject did not
have a GLS score >2, they were followed monthly until
eligible for RT or until the study ended on Day 365. After
each RT, subjects were followed up by telephone on Day 2
and 14, and at office visits on Days 7, 30 and 90. Subjects
could receive a maximum of 4 treatments (the ITplus
3RTs). No treatment was to be allowed after Day 330, such
that subjects with a last treatment on that day had at least
30 days of follow-up.

570 subjects formed the Safety Population; of these, 566
subjects formed the Response Evaluable Population for the
assessment of efficacy, defined as all subjects who received
at least one dose of DWP-450 on Day 0 and had at least
one post-baseline Investigator or subject assessment. Most
subjects completed these study: 85.4%. By definition, no
major protocol deviations occurred in the multiple dose
studies since all efficacy endpoints in these studies were
exploratory in nature. Subjects were highly similar in their
demographic and other baseline characteristics. Subjects in
both studies had a mean age of 50.8 years. Most were less
than 65 years of age; 8.9% were 65 years of age or older.
Most were female: 89.5%.

Most were racially identified as white; 76.0%. All
Fitzpatrick skin types were represented; the most common
types were II, III and IV. More subjects had an assessment
of severe (rather than moderate) glabellar lines on the GLS
at maximum frown at baseline: 73.3% by Investigator
assessment; 81.2% by subject assessment.

Because of their open-label non-randomized designs, all
efficacy endpoints in the multiple dose study were
considered exploratory. The only efficacy endpoint for
which 95% Cls were constructed was the proportion of

subjects with a >1 point improvement from baseline GLS

3/5



score at rest at Day 365 (i.e., the end of study, EOS) by
Investigator assessment and subject assessment:

— By Investigator assessment, 500 subjects had a GLS
score at rest >0 (i.e., 1, 2 or 3) at baseline and therefore
could potentially have had a>1 point improvement in GLS
score at rest at a post-baseline visit; 64 subjects were
missing the EOS GLS assessment

— 71.1% (95% CI of 66.6, 75.3) of those who also had EOS
GLS data had a >1 point improvement from baseline GLS
score at rest at EOS

— By subject assessment, 549 subjects had a GLS score at
rest >0 at baseline; 74 subjects were missing the EOS GLS
assessment

— 79.4% (95% CI of 75.4, 82.9) of those who also had EOS
GLS data had a >1 point improvement from baseline GLS
score at rest at EOS.

Efficacy data from the multiple dose studies were primarily
used to investigate the persistence of effectiveness
following repeat treatments of 20 U of DWP-450. Using
pooled data, the endpoints examined for this purpose in the
Integrated Summary of Efficacy (ISE) included: a >2 point
improvement at maximum frown on Day 30 from Day 0 on
the GLS following each treatment by Investigator
assessment and subject assessment; GAIS score on Day 30
following each treatment by Investigator assessment and
subject assessment; and, SSS score on Day 30 following
each treatment.

21. Results of safety

Refer to attached Table 2

22. Conclusion

The safety and efficacy profile exhibited in the study are
believed to be representative of the safety and efficacy
profile DWP-450 DP will exhibit in the market place.
DWP-450 DP is a candidate drug for the treatment of
glabellar line with a high effectiveness profile and low

Applicant (owner of MA)

adverse ev;r};if{‘/é’g’gggo?g "

4/5
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[Attachment]
Table 1:

Demographic History of Clinical Studies- EV-006

EV-006
US Phase II Long-term Safety

Demography

e mean age 50.8 vears (range 19-77)

e 8.9% > 65 years (51/570)
* 89.5% female (510/570); 10.5% male (60/570)
e 76.0% white (433/570); 5.6% black (32/570); 16.7% other (95/570)

Fitzpatrick skin type:
e 3.7% Type 1 (21/570)
* 28.1% Type 11 (160/570)

e 23.5% Type IV (134/570
e 4.7% Type V (27/570)
e 3.3% Type VI (19/570)

e 36.7% Type II (209/570)

)

e data not collected for prior history of exposure

Table 2: Overview of Adverse Events in the DWP-450 Clinical Development Program

EV-006 (N=570)
US Phase II Long-term Safety

Any AE ® 41.2% overall
—25.3% after IT
—19.3% after RT1
—15.5% after RT2
—8.9% after RT3

Most Common AEs Headache

—i.e., >25% e 13.2% DWP-450

Serious AEs ® 1.2% DWP-450 (n=7)

e None study drug related

AEs Leading to Study Discontinuation

® 0.2% DWP-450 (n=1)

AEs Leading to Death

¢ 0.2% DWP-450 (n=1)
¢ Not study drug related

Severe AEs

e 1.9% DWP-450 (n=11)

Study Drug-Related AEs

e 10.7% DWP-450 (n=61)

AEs of Special Interest

e 2.8% DWP-450 (n=16)

Possible Hypersensitivity Reactions

e 2.1% DWP-450 (n=12)

5/5
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Jonmarox 30
10 TTopsiiKy TIpOBeeHHS eKCIIePTH3H
peecTpaniifHuX MaTepialiB Ha JIKapChKi
3aco0u, 1110 MOJAOThCS HA IEPIKABHY
peecTpalliio (IepepeecTpaniio), a TAKoX
EKCIIePTH3H MaTepiasliB PO BHECEHHS
3MIH 0 peecTpaniifHux MaTepianin
MPOTSATOM JIii peecTpauiiiHoro
MMOCBIqYEHHA
(myHukt 4 posginy [V)

3BIT

NMpo KJIiHiYHEe BUNPOOYBaHHS

oo

1. Hasra nikapcekoro 3aco0y (3a
HassBHOCTI - HOMEP peecTpalifiHoro
MOCBITYEHHS)

Ha6ora (Nabota®)

2. 3asgBHUK

TOB "TOTICOAPMA I'PYII»

3. Bupobuuk

JetiBon ®apmacserortikai Ko., JItn, Pecriybiika Kopest

4. IlpoBenieHi JOCITIIKEHHS:

P Tak Hi  SKIIO Hi, 00OIPYyHTYBATH

1) THII IIKapeBKOro 3aco0y, 3a SKHM
“~poBouIacs abo IIaHyeThCs
peecTparis

JlikapchkuH 3aci0 3a MOBHUM JJO0CHE (ABTOHOMHE JOCKHE)

5. IloBHa Ha3Ba KJIIHIYHOTO
BHIIPOOYBaHH:, KOJOBaHHH HOMED
KJIIHIYHOTrO BUNIPOOYBaHHS

OaraToneHTpoBe, BigKpuTe, OaratopasoBoi mo3u, ¢aza I
JOCTIUKEHHsA, IO AeMoHcTpye Oesmexky HaGora y mopocmmx
IALi€HTIB I JIKYBaHHS MOMIPHUX JIO TIHOOKUX TIabelsapHHX
3MOPIIOK.

6. @a3a KIIHIYHOTO BUIPOOYBaHHS

Qaza Il

7. Ilepion npoBeieHHs KITIHIYHOTO
BHITPOOYBaHHs

3 7 tpaBHs 2015 poky 10 25 cepuns 2016 poky

8. Kpainu, ne nposojuiiocs KiiHi4He
BUIIPOOYBaHH:

CILIA

9. KUIBKICTB TOCITIIKYBaHUX

3annanoBano: 565 / @axtuuno: 597 ckpuninr, 570 paHomizoBaHo

10. MeTa Ta BTOpHHHI il KIIIHIYHOTO
BUIIPOOYBaHHS

IIponemoncTpyBat ©Oe3meky OaraTopa3oBHX J103 OYHIIEHOTO
OoryniHiyHOoro TokcuHy Tunmy A Habora mnpu ikyeBaHHi Bin
IIOMIPHHX 10 MIHOOKHX IIabeapHUX 3MOPIIOK ITOB’s3aHi M sI30M,
AKUH 3Mopurye 6poBy Ta / abo ropaiiB M’si3 y JOPOCIHX.

L. JIn3aiiH KIHIYHOrO BUIIPOOYBaHHS

DaraToleHTpoBe, HepaHIOMi30BaHe, BiIKpHTe, baraTopa3osa J03a

12. OcHoBHI KpuTEpii BKIIOUESHHS

cyO'eKT IIOBHHEH BIANOBIAATH HACTYIIHHM KPHTEpiaM, 06 MaTH
paBo OpaTH y4acTh y JOCIIIKEHHI:

* mopociuii BikoM BijJ 18 pokis

* 3pO3yMiB Ta HIiJmicaB iHbHOPMOBaHY 3roJIy Ta Mil' BUKOHYBAaTH
IHCTPYKIIi] 3 BUBUCHHS

* BiJ MOMipHHX O NIHOOKHX r71abesIpHAX 3MOPIIOK 3
MaKCHMAaJIbHHM HACYIUIEHHSM, SIK OI[iHIOBAB JOCIIHHK 13
3acTtocyBanHsaM GLS,

¢ Oa)kaB 1 MiI IPOHTH BeCh KYPC AOCTIIKESHHS

13. HocnimxyBaHui TiKapchbKHii 3aci6,
croci6 3acTocyBaHHs, CHa i

Habota (6oTyniHIYHHMIA TOKCHH THITY A), KOKeH 3 SKHX MicTUTh100
oauuuk (OJ]) BHCYLIEHOTO y BaKyyMi OOTYNIiHIYHOTO TOKCHHY THITY
A Oynu BiHOBIIEHI 00epeskHO 1 Oe3 cTpyuryBanHs 3 2,5 MiI

0,9% cTepunbHOr0, HEKOHCEPBOBAHOTO (Pi310JIOTIYHOrO PO3UHHY IS
octarouHoro po3seaeHus 4 OJ1 / 0,1 mi. 3a nonomororo rojxu 30 G
Ta mrnpHua 1 xy6.cMm cy0'ekTaM BBOJHIIM BHYTPIIIHBOM'SI30BO B 5
LUTBOBHX Miclp, 3a3Hadenux B Meromumi, 0,1 M (4 OJ) saramom 0,5
w1 (20 O]1).

14. Ilpenapat nopiBHsAHHS, 4034, CIIOCIO
3aCTOCYBaHHsI, CHJIA Jii

He 3acTocoByeTbesl.




15. CynyTtHs Tepamis

He 3acTocoByerhe.

16. Kpurepii ouinku eekTuBHOCTI

» [lIxana rnabenspuunx niniii (GLS) 3a ominkoro gocminauka (IA) ta
oniHKoio cy6'exta (SA)

* ['noGanpHa mkana ecretuynoro BrockonanenHs (GAIS) Bix IA ta
SA

» [Tkasa 3anoBoneHocTi cyd'exta (SSS) 3a SA

17. Kpurepii ouinku Ge3rneku

* BrinuB Ha nikyBaHHS

* [To6iuni epeakuii

*MenuyHa icTopis

* Hanpariena ankera

* OpieHTOBaHUH OIS CHCTEM
» Qi3UYHUE orJIs)1

+ JTaGoparopHi nocimkeHHs (reMaToJoris, XiMid, aHaiis ceui,
AHTUTOTYJIIHOB] aHTHTLJIA)

« EKI’

*KHTTEBO-BXIIHBI O3HAKH

» CynyTHi JiKapchKi 3aco0u

18. CratucTiuni MeToau

JleranpHa indopMalis Bkazana B koxxaomy Posaini 9.7 KCB
OCITI KCHHS

9. JlemorpadiuHi MOKa3HUKH
. OCJIIKYBaHOT monyJsmii (cTaTh, BiK,
paca, TOLIO)

Bix, crars, cTatyc (epTHIBHOCTI XKIiHOK, paca, HAIlOHAIBHICTD, THII
mkipu 3a Qinnarpikom

20. Pe3ynpTati epeKTHBHOCTI

Hosroctpokosi nocmimkenas EV-006, nmpoBeeHi rojloBHUM YHHOM
It oliHKH Oe3nexu HaGoTa npu JTiKyBaHHI MOMIPHHX 10 TITHOOKHX
rnabendpHUX 3MOpHIOK. Jlu3aiiH MOCTIKEHHS -  iA€HTHYHHIL,
OararonenTpoBuii (18 aMepHKaHCHKHX CalTiB), HepaHIOMI30BaHHIl,
BIIKpHTHH, OaraTopa3zoBoi m03M TpHBajgicTEO B 365 mamiB. Byio
3apaxoBaHo 570 370poBHX JA0pOCHHX CyO'e€KTiB, AKi MaiM Bij
IOMIpHHX 0 IMHOoKuX riuabensapui minii (ouinka 3a GLS >2) npu
MaKCHMalbHOMY HacyIUieHHI. B xomi mocmivkenp ouminky GLS
IIPOBOJIMIIN K JOCIIIHHK, TaK 1 cy0'ekT.

Bceim cy6’exTam npoBoauIH ofHOpa3ore noyarkose Jikysanus (IT)
Ha6ota (3aramom 20 OJl, BBopmu y Burisigi 4 O/ 0,1 M1, B KOXKHY
3 5 gingnok) B fgeHb 0. Cy0’exrtiB moTiM crocTepiramm mijx gac
BimBigyBanus B Jlenn 2 , 7, 14, 301 90.

Ha i micnst 90-ro nHst cy6’eKTH May IpaBo Ha MOBTOPHE JIiKYBaHHA
(RT), sxmo ix nokasuuk GLS craHoBHB >2 npH MaKCHMalbHOMY
HaCyIUICHHI, TIPH OLIHII JOCITiAHIKE. SIKII0 cy0'eKT He MaB OLIHKH
GLS >2, 3a HUM crIocTepiraiau moMicsis, J0KH He OTPUMYBAB IIPABO
Ha IOTBOpHE JIIKYBaHHSA ab0 M0 3aKiHYeHHs JOCIIIKEHHS Ha 365.
nenb. Ilicig  KOXKHOrO  NOBTOPHOrO  JKyBaHHS  Cy0'eKTH
croctepiranics no Ttenehony Ha 2 Ta 14 mems Ta mijg uac
BiaBinyBanHs Ha 7, 30 ta 90 nui. Cy6'eKTH MO/ NPOHTH MAKCHMYM
4 mpouenypu (mepBHHHe JiKyBaHHA Ta 3 mosTopHi). JKomme
TKyBaHHs HE MOBHHHO Oyio OyTH 103BojeHO micias 330-ro mHs,
TaKUM 4YHHOM, 00 cy0’eKTH, SKUM NPOBOJMIH OCTAHHE JIKYBaHHS
B TOM I€Hb, MaJIK NIpHHaiMHI 30 1HIB Ha CIIOCTEPEKEHHS.

570 cy6’ekTiB opMmyBany BHOIpKa I OLIHKH Oe3leKkH; 3 HUX 566
cy0’ekriB cdopMmyBanH OLIHKY BigmoBimel edeKTHBHOCTI, sKy
BH3HAYAIM fK yCi cy0’eKTH, sIKi OTPHMYBaJIH I[IOHAHMEHIIE OJHY
no3y HaGora B nens (0 Ta Mayid puHANMHI 0JHOTO JociigHuKa abo
Cy0’eKTa, IO ONIHIOBAB ITiCIIS NEPBHHHOIO JIiKyBaHHsS. BinblmicTs
cy0'eKTiB 3aKkiHYMIH Le mocmimkeHHs: 85,4%. 3a BU3HAYEHHAM, Y
JOCHTIKEHHSX GaraTopasoBUX 03 HE BIIOYJIOCS 3HAYHUX BIAXUIIEHD
BiJl IPOTOKOJY, OCKIIBKH BCi KIHIIEBI TOYKH e()eKTHBHOCTI B I[HX

JOCJILDKEHHAX MaJIi JOCIi NHULBKMH XapakTep. Cy0'exTu Oyin ayKe
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CX0Kl 3a cBOiMH JieMorpapiyHHMH Ta IHIIHMH 0a30BHMH
xapakrepucTukamu. Cy6'exTi 000X TOCHIIKeHE MaIH cepeiHiil BiK
50,8 pokie. binbmocti Oyso MeHe 65 pokis; 8,9% Oymu BikoM Bij
65 poxiB. butbimicts Oy xiuku: 89,5%.

BisbmicTs i3 HEX 3a pacoBo0 03HaKOIO Oyiu Oimumu; 76,0%. Byiu
npeAcTaBileHi Bei THNH Ikipy @inmatpika; HaWmOIIHPEHiNIAME
tunamu Oy 11, 111 ta IV. Binpine cy6'exTiB Mamu oniHKy rmOOKHX
(a He nomipuux) rnabenspHux 3mopumiok Ha GLS mkami npu
MaKCHMaJIbHOMY HacyIUIEHHI Ha 0a30BoMy piBHi: 73,3% 3a OIIIHKOIO
nociaigauka; 81,2% 3a ouinkoro cyb'exra.

Yepes ix BIAKpHTHH HepaHIOMi30BaHHH AW3aiH yCi KIHIEBI TOYKH
edexTHBHOCTI y MJOCHiMKeHHI 6araTopasoBHX 03 BBaXKAIUCA
JOCTITHUIBKIMHA. €IHHOIO KiHIIEBOIO TOYKOK e(eKTHBHOCTI, IS
Aakoi Oynmo moOymoBano 95% JII, Oyma wactka cyO0'ekTiB i3
HoJinIeHHs M Ha >1 6an Bix BuxigHoro 6amy GLS y crani crnokoro
Ha JeHb 365 (tobto kimemp mocmimkenns, EOS) 3a owniHkoro
JIOCJIi IHUKA:

- 3a omiHkoro mocrmiguuka, S00 cy®'exTiB ManH y cTaHi crokoro > 0
(Tobto 1, 2 abo 3) Ha Gazosiii miHili GLS mkamm, i ToMmy noTeniiiino
MOIJIM MaTH NoKpaiueHHs >1 Oana no mkani GLS y cTani cnokomo
MiJ Yac BifIBi/lyBaHHS IIiCJIS NEPBHHHOTO JiKyBaHHs; 64 cy6’ekra
npomyctiay omiaky EOS GLS

- 71,1% (95% M1 3 66,6, 75,3) 3 Tux, xT0 Takox Mas Aani EOS GLS,
Many nojimmeHHs >1 Gan Bix GazoBoi mimii mxamu GLS y crani
criokoro 1pu EOS.

- 3a omiHko1o cy0'ekTiB, 549 cy6'exTiB Manu nokasuuk GLS y crani

CIOKOK> () Ha TOYaTKOBOMY piBHI; 74 cy6'eKTH IPOITYCKAIH OI[HKY
EOS GLS

- 79,4% (95% 1 3 75,4, 82,9) 3 Tux, XxT0 Takox Mas gani EOS GLS,
May nojiinmenHs >1 6an Bix 6azopoi niHii GLS y crani crokoro mpu
EOS.

Jlani 11po eeKTHBHICTH JOCIiDKeHHs 6araropa3oBuX 103 CIOYaTKy
BHKOPHCTOBYBAIMCh JUI JOCIIDKEHHS CTIHKOCTI e(eKTHBHOCTI
micas moBTOpHMX JikyBaHb 20 OJ] HaGota. BukopmcToByroum
o0’enHaHl JaHi, KiHIEBI TOYKH, PO3MJISAHYTI 3 L€ METOIO B
. InterpoBanomy  pestome  edexrtuBHocti  (ISE), Brmowanu:
IOKpaleHHs >2 OaliB Npd MaKCHMaJIbHOMY HacyIiuieHHi Ha 30-#
nensb 3 0-ro nus Ha mkan GLS micns KoHOTOo JTiKyBaHHS 33 OLIHKOO
nociinauka; GAIS ma 30-if neHs micas KOKHOTO JIKyBaHHS 3a
OIIIHKOIO mochiguuka, i SSS-6an Ha 30-if AeHP MiCas KOMKHOTO

JIIKyBaHHS.
21. Pesynbratu Oesneku Pesynbratu y3aranpHeHo B TaOnumi 2.
22. BUCHOBOK (3aK/TIOUCHHS) BrakaeTnes, mo mpodins 6e3rnexy Ta epeKTHBHOCTI, IIpeIcTaBIeHUI

y HIOCII/UKEHHI, € pelnpe3eHTaTHBHHUM i mpodimo 6esneku Ta
eexTuBnoCcTi Habora, sikuit Oyne mpeacTaBIeHHI HA PUHKY.

Habora - nikapcbkuif 3aci6, o € 0JHEM i3 BapiaHTiB 1Ig JIiKyBaHHS
radyIsipHIX 3MOPIIQK~8.BHCOKHM NPOdineM e(PeKTHBHOCTI Ta

HH3bKHM PiBHEM gﬁﬁiﬁﬁ‘ > ‘}iﬁaigmn

3asBHHK (IpeACTaBHUK
3asABHHKA)

[IupexTop TOB (ﬁBI! !EHAP?YII». 3yopiiiayk A.L.
eALLE)



HogaTok

Tabmuns 1 Jemorpadiuna icropia kiainiunux gocaimkens —EV-006

EV-006

US ®aza Il Hoeroctpokosa Gesnexa

Hemorpadis [puGausuuii Bik — 50.8 pokie (Big 19-77)

8.9 % > 65 pokis (51/570)
89.5 % xinku (510/570)

10.5 % uonosiku (60/570)
76.0 % 6ina wkipa (433/570)
5.6 % temuo wkipi (32/570)
16.7 % iHwi (95/570)

Tun wkipu 3a @itunarpikom
3.7% Tun I (21/570)

28.1 % Tun 1 (160/570)
36.7 % Tun 111 (209/570)
23.5 % Tun IV (134/570)
4.7 % Tun V (27/570)

- 3.3 % Tun VI (19/570)

Jani He 3i6pani nonepeaHb01 icTOpIi BILTHBY

Tabaunng 2

Orusix nobiuanx peakuiii HaGora (kainiuna nporpama po3poGku)

EV-006 (N=570)

US aza Il Jloerocrpokosa Gesneka

Byap-ski noGiuni peakuii

41.2% 3aranom

25,3% micns NepBUHHOTO JIKyBaHHS
19,3% nicnst noBTOpHOTO JiKYBaHHS |
15.5% micis noBTOpHOroO NiKyBaHHS 2
8.9% micnis MOBTOPHOIO JIiKYBaHHS 3

Binbi gacTi mobiuni peakii >5%

Tonosunii 0ine
13.2% Habora

Cenito3Hi mobiuni peakiii

1.2% Habota (n=7)
HeMae BiIOBITHOrO OCTIKEHHS

[ToGiuHi peakuii, SKi IPU3BOAATH 10
MPUITHHEHHS JOCIiJUKEHHS

0.2% Habora (n=1)

[To6iuni peakii, AKi MPH3BOAATE 10
cMepTi

0.2% Habora (n=1)
Hemae BiIIOBIAHOIO JOCTIHKEHHS

Baxxi mobiuni peakiii

1.9% Habora (n=11)

[ToGiuni peaxuii, mos’s3aHi 3
J1iK.3ac000M B HEPiOI JOCIIIKEHHSI

10.7% Habora (n=61)

[To6iuni peakiiii, 110 CTAHOBJISTH
oco0HBHIT iHTEpec

2.8% Habora (n=16)

MoknuBi peakiiii rinep4y TJIHBOCTI

2.1% Habota (n=12)




Annex 29

to the Procedure of examination

registration materials for medicines

funds submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(Section IV, paragraph 4)

REPORT

about preclinical studies

1. Name of the medicinal product (if available
- registration certificate number):

NABOTA® (Botulinum Toxin Type A)

1) the type of medicinal product for which
registration has been conducted or is planned

Medicinal product with complete dossier (stand-alone dossier)

~conducted studies

yes

2. Pharmacology:

1) primary pharmacodynamics

- Myoparalysis Efficac Test (¢(MAP) in Sprague-Dawley Rats
(non-GLP) was conducted

2) secondary pharmacodynamics

- No secondary pharmacodynamics sutdies were conducted in
supprot of the DWP-450.

3) safety pharmacology

- Information regarding the potential side effects of Botulinum
toxin, Type A on non-target tissues and organs has been
obtained primarily from extensive clinical use.

Limited nonclinical safety pharmacology publications were
identified and relevant experimental literature is discussed
herein. In general, the safety data indicate that non-target effects
are primarily associated with the spread of botulinum toxin
away from the site of local administration (Botulinum Toxin
Type A Monograph, 2017). No new safety pharmacology
studies were conducted.

4) pharmacodynamic interactions

- No drug interaction studies were identified in the literature for
Botulinum toxin, Type A. Based on the anticholinergic effects
of Botulinum toxin, Type A, systemic anticholinergic effects
may be potentiated by the coadministration of other
anticholinergic drugs, anticholinesterases, aminoglycosides,
lincosamides, polymixins, magnesium salts, or neuromuscular
blocking agents (BOTOX Package Insert, 2016; Botulinum
Toxin Type A Monograph, 2016).

2y



3. Pharmacokinetics:

1) analytical methods and reports on their
validation

- No bioanalytical methods were developed for the systemic
detection of DWP-450 DP.

2) absorption

- Based on the absence of sufficiently sensitive bioanalytical
methods, and the intended local (IM) administration of DWP
450 DP, single dose, repeat dose and food-effect absorption
studies were not conducted.

3) distribution

- No tissue distribution studies of DWP-450 DP were conducted

4) metabolism

- No metabolism studies of DWP-450 DP were conducted

5) excretion

- No excretion studies of DWP-450 DP were conducted.

- Following IM injection of radiolabeled Botulinum toxin, Type
A (1251 Botulinum toxin, Type A-complex or free-125I
Botulinum toxin, Type A) radioactivity-related material was
detected in urine (Tang-Liu et al, 2003). Both 125I-
proteins/peptides and 1251-iodide were present but most were
not TCA-precipitable suggesting that these arose from the
metabolic breakdown and excretion ofradiolabeled neurotoxin.

6) pharmacokinetic interactions (preclinical)

- No drug interaction studies were conducted for DWP-450 DP.
Based on the anticholinergic effects ofBotulinum toxin, Type A
systemic anticholinergic effects may be potentiated by the
coadministration of other anticholinergic drugs,
anticholinesterases, aminoglycosides, lincosamides, polymixins,
magnesium salts, or neuromuscular blocking agents (BOTOX
Package Insert, 2016; Botulinum Toxin Type A Monograph,
2016).

]

7) other pharmacokinetic studies

- No other pharmacokinetic studies were conducted

| Toxicology:

1) toxicity in case of single administration

- Single Intramuscular Dose Toxicity Study of DWP-450 DS in
Sprague-Dawley Rats (GLP) was conducted.

2) toxicity in case of repeated injections

Following studies were conducted.

- 3-week Repeated (weekly interval) Intramuscular Dose Range
Finding Study (DRF) DWP-450 DS in Beagle Dogs (non-GLP)

- 4-week (weekly interval) Repeated Intramuscular Dose
Toxicity Study with 2-Week Recovery Period of DWP-450 DS
in SD Rats (GLP)

- 4-week Repeated (once weekly) Intramuscular Toxicity Study
with 2-week Recovery of DWP-450 DS in Beagle dogs (GLP)

4.

-



3) genotoxicity:

in vitro

- No genotoxicity studies of DWP-450 DP were conducted.
Botulinum toxin, Type A (commercially available BOTOX) was
not shown to be mutagenic or clastogenic in a standard battery

in vivo (including additional toxicokinetic
assessment)

of genotoxicity assays (microbial reverse mutation [Ames],
mammalian cell mutation, chromosomal aberration, and in vivo
micronucleus) (BOTOX Product Insert, 2016).

4) carcinogenicity:

- The carcinogenic potential of Botulinum toxin, Type A has not
been characterized. Based on the infrequent administration of

long-term studies

DWP-450 DP, its structure, class and biologic origin, and in
consideration of ICH Guideline S6 (R1), there is no reasonable

short-term studies or a study of medium
duration

cause for carcinogenic concern.

additional studies

5) reproductive toxicity and toxic effects on
offspring development:

- An embryo fetal development study of DWP-450 DP was
conducted in accordance with ICH S5 (R2) guideline (ICH
Stages C/D of reproductive process). The potential reproductive
effects of Botulinum toxin, Type A on fertility (ICH Parts A/B
of the reproductive process) have been previously established
therefore no new studies were conducted (BOTOX Product
Insert, 2016). Peri- and postnatal studies were not conducted
based on the expected pharmacological mediated maternal
toxicity.

effects on fertility and early embryonic
development

- No studies of DWP-450 DP were conducted. In fertility studies
of Botulinum toxin, Type A (BOTOX) doses of up to 16 U/kg
were injected intramuscularly prior to mating and on the day of
mating (3 doses at 2 week intervals for males, 2 doses given 2
weeks apart for females) (BOTOX Product Insert, 2016).
Reduced fertility was observed in males at 8 and 16 U/kg/dose,
and in females at 16 U/kg/dose.

- ANOAEL dose of 4 U/kg/dose was identified for males and 8
U/kg/dose for females.

embryotoxicity

- Embryo-fetal development toxicity sutdy (Segment II) in rats
(GLP)-B11196 was condcuted

prenatal and postnatal toxicity

- Evaluation of the potential effect of DWP-450 DP
administration of prenatal and postnatal development was not
evaluated.

studies in which the drug is administered to
offspring (immature animals) and / or
evaluates the long-term effect

- Nonclinical evaluations of the potential effects of DWP-450
DP in juvenile animals were not conducted.

- In a study conducted by Shen et al (2005), a single IM
injection of Botulinum toxin, Type A was administered to
juvenile SD rats (1 month old at the time of Botulinum toxin
Type A IM injection) and the regeneration of the neuromuscular
Liunction and functional recovery of the skeletal muscle
following was evaluated. The results of the study, in which the

expression of genes important to the stabilization of the




neuromuscular junction and functional recover of the skeletal
muscle were elucidated, and were consistent with identified
processes in adult rats (Ma et al, 2005)

6) local tolerability

- Dedicated local tolerance studies of DWP-450 DP were not
conducted in animals. However, single- and repeat-dose IM
administration studies did not identify any new toxicities at the
injection site. In all nonclinical studies, the observed effects
were consistent with the expected local pharmacologic activity
of Botulinum toxin, Type A.

7) additional toxicity studies:

- No other additional study was performed

antigenicity (antibody formation)

- No other additional study was performed

immunotoxicity

- No other additional study was performed

study of mechanisms of action

- No other additional study was performed

A-1g dependence

- No other additional study was performed

toxicity of metabolites

- No other additional study was performed

toxicity of impurities

- No other additional study was performed

others

5. Conclusions on preclinical studies

- No new safety pharmacology studies of DWP-450 DP or
pharmacodynamic drug interactions studies were conducted as
the side effects of Botulinum toxin, Type A and potential
interactions with coadministered drugs that may interfere with
neuromuscular transmission are known.

- Phannacokinetic studies were not conducted for DWP-450 DP
due to an absence of appropriately sensitive bioanalytical
methods.

- The results of the toxicity studies in dogs were expected, and
confirmed the relative non-responsiveness of this species to
Botulinum toxin, Type A toxin (Merck, 2016). No new toxicities
or responses were identified.

- Across studies in SD rats, the phannacologic activity and
toxicity of DWP-450 DP was largely dose-dependent and
consistent, causing similar effects in both genders. There were
no new or unknown toxicities that have not been previously
described in the literature.

- Overall, the cMAP potency studies and the extensive
toxicologic assessmeent in rats and dogs, demostrated that the
DWP-450 DP produced effects which were expected and
consistent ith the known activity of Botulinum toxin, Type A
Toxin.

Applicant (owner of MA)
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Honarok 29
1o Ilopsaky nmpoBeieHHS eKCIIEPTH3H
peecTpanifHIX MaTepialiB Ha JTKapchKi
3aco0u, IO MOJAIOTECSA Ha JIEpIKaBHY
peecTpaliio (ImepepeecTpaio), a TaKoXK
eKCIIEPTH3H MaTepiajiB PO BHECEHHS
3MIH JI0 peecTpariifHuX MaTepialiiB
IpPOTSTOM JIii peecTpaniiHoro
TIOCBITUEHHS
(myHKT 4 poszainy IV)

3BIT

Npo JOKJIHIYHI JOCTiKeHHS

1. Hazga nikapceKkoro 3aco0y (3a HagBHOCTI -
HOMED peeCTpaLiiiHOTO MOCBiTYEHHS):

Ha6ota (Nabota®)

1) Tun nmikapceKkoro 3aco0y, 3a SKUM IIPOBOIHIIACS
a00 IUIaHy€EThCS peecTparisa

JIIKapCHLKHH 3acib 3a MOBHHM J0CHE (aBTOHOMHE JIOCHE)

2) mpoBeeH1 JOCIIIDKEHHS

P Tak Hi SKIIO Hi, OOIPyHTYBaTH

2. @apMakooris:

1) nepBuHHa hapMakoIHHAMIKA

IIpoBeznieno TecT Ha e)eKTHBHICTB Miomapaiicy (cMAP) y
mypis Cnper-Jloymi (ve GLP),

~BTOpMHHA (hapMaKOIHHAMIKa

He Gy710 mpoBeeHo JOCITiDKEHE 3 BTOPHHHO]
(bapmakonunamixu g Habora.

3) dapmaxosoris Oe3neku

[Hpopmalis mogo MOTeHUIHHNX MOGIYHIX edeKTiB
OOTyHIYHOrO TOKCHHY THIIy A Ha HELiJIbOBI TKAHHHH T4
oprauu Oyyia OTpEMaHa B OCHOBHOMY 3aB/ISIKH ITHPOKOMY
KJIIHIYHOMY 3aCTOCYBaHHIO. BusBieHo oOMexeHi
HeKJITiHIuHI myOnikanii 3 apmakosiorii 6esneku ta
00roBOPEHO Bi/NOBIAHY €KCIIEPUMEHTANILHY JIITEPaTypy.
3araiom, JaHi mpo Ge3rneKy BKasyroTb Ha Te, 10 HeI[JIbOBI
ebexTy MOB's3aHi 3 MOIMpPeHHIM GOTYIOTOKCHHY JaJi Bif
MiCIIeBOTO BBeJIeHHS (MOHOrpadis 60Ty I0TOKCHHY THITY A,
2017). omaux HOBHX HOCIHiUKEHE 3 hapMakoJIorii
Ge3reKH He MPOBOIHIIOCE.

4) apmakoxuHamMivHi B3aeMo il

B s1iTepaTypi He BHABICHO JOCIIIDKEHD JTIKAPCHKHUX
B3aeMOIiH oo GoTynoTokcuny tumy A. Ha ocHoBi
AHTHXOJIIHEPriuHAX eeKTiB GOTYIOTOKCHHY THITY A
CUCTEMHI aHTHUXOJIHEPriuHi e)eKTH MOKYTh
[TOCHJIIOBATHCS aHTHXOTIHECTEpa3aMi, aMiHITJIIKO3HIaMH,
TTIHKO3aMilaMH, IIOIIMIKCHHAMH, COJIIME MAartiio ato
HEPBOBO-M’ sI30BHMH Onokaropamu. ([HeTpykuis 3
MenaHoro 3actocysanHs Ha BOTOKC, 2016; Mounorpadis
Ha OOTyJIiHIYHHH TOKCHH THIY A, 2016).

3. MapMaKoKiHeTHKA:

1) aHaniTHYHI METOJUKH Ta 3BITH 1100 1X
BaJIi gamii

He pospoOnsamucek GioaHamiTHUHI METOIM IS
cucTeMaTH4HO1 feteknii HaGora,

2) BCMOKTYBaHHSs

BuxosuH 3 BiACYyTHOCTI TOCTATHBO YyTIMBHX
GioaHaJlITHYHUX METO/IB Ta Nepea6adyBaHOro MiCIEBOro
(IM) eBenenna HaboTa, 1ociipKeHH 0[HOPa30Boi 1034,
MOBTOPHOI I03M Ta BCMOKTYBAHHS Xap4yoBOro ehexTy He
POBOIHITHCE.

3) posmoain

He mpoBOHIIHCS ZOCTIIDKEHHS PO3MOALTY TKAHUH IS
Habora.

4) meTaboti3m

He nposoauiincs nocmikeHns 3 meraboismy s HaGora.
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5) BuBemEHHSA

He npoBoaumucs JOCTiDKEHHS 00 BUBEIEHHS TS
HaGora.

[Ticis B/M i’ €K1l paioakTHBHO MideHOro 60Ty IHIYHOTrO
TOKCHHY TUIl A (1251 60Ty NiHIYHME TOKCHH, KOMITTIEKe A-
TuIy abo BibHUI-1251 6oTynoTokcus, Tun A) y cedi Gyio
BUSIBJIEHO palloakKTUBHUIA MaTepia, 0B’ A3aHuH 3
pamioaxktuBHicTIO. (Tang-Liu et la 2003). ITpucyTHi sax
1251-6inku / mentumy, Tak 1 125I-foqua, ane 6ibLIiCTD i3
HuX He € TCA-0ca/pKyBaHuM, 10 CBIAYHTH PO T€, LIO
BOHH BHHHKIIH B pe3yJIbTaTi MeTabOoIuHOT0 po3many Ta
BHBE/ICHHS Pall0aKTHBHO MiY€HOr0 HEHPOTOKCHHY.

6) papmakoKiHeTHYHI B3aeMOIi1 (IOKTiHiuHi)

He npoBoaunucs mocmimKeHHs 3 B3aemoii s Habora.
Ha 0CHOBI aHTHXOTiHEPriYHHX e(eKTiB 6OTYIOTOKCHHY
THIY A CHCTEMHI aHTHXOJIHEPrivHi e(eKTH MOKYTh
MOCUJIFOBATHCS TIPH OJTHOYACHOMY 3aCTOCYBAHHI IHIIHX
AHTHUXOJIIHEPTIYHHX JI3 - AHTUXOJIIHECTEPA3aMHy,
aMiHITTIKO3HIaMH, JIIHKO3aMiJaMH, IOTIMIKCHHAMH,
COJIAMH MarHiro abo HEPBOBO-M SI30BHMH OJIOKATOPAMH.
(Imctpyxkuis 3 Mmeguunoro 3actocysanss Ha BOTOKC,
2016; Monorpadis Ha 60Ty niHIYHHIT TOKCHH THITY A,
2016).

1HII hapMaKOKiHETHYHI JOCIIIKEHHS

He npoBoaunucs iHiui GpapMakoKiHETHYHI DOCTIIHKEHHS.

4. ToxcHKOIOTIS:

1) TOKCHYHICTB ¥ pa3i 0THOPa30BOT0 BBEICHH

Byo npoBeneHo 0JHOpa30BE AOCIIiIKEHHS
BHYTPilIHBOM30B0i ToKcHYHOCTI 11t HaGoTa y 1mypis
Cnpar-Jloyni (GLP).

2) TOKCHYHICTE y pa3i MOBTOPHHX BBECHB

by 710 IpoBeieHo HACTYIIHI JOCTIKEHHS:

3-THKHEBE MOBTOPHE (THYKHEBUH 1HTEpBAN) HOCIIIKEHHS
BHY TPIIIHBOM’ A30B0r0 Aiana3ony x03 (DRF) mis HaGora y
cobak birme (e GLP).

4-TroKHEBe (THXKHEBUH 1HTepBaT) HOCIIUKEHHS TOBTOPHOT
BHY TPIIIHBOM ’130BOI TOKCUYHOCTI 3 JIBOTHIKHEBUM
nepiojoM BinHoBIeHH Wt HaGoTa y mypis Cripar-Jloyi
(GLP).

4-TH)XHEBE IOBTOPHE (OMH Pa3 HA THIKIEHB) JOCIiIKSHHS
BHYTPIIIHBOMS130BOT TOKCHYHOCTI 3 2-THKHEBUM
BiHOBIeHHM Uit HabGoTa y cobax Birne (GLP).

-, FEHOTOKCHYHICTE:
in vitro

He npoBoaunucs A0CIIKEHHS 3 TeHOTOKCHYHOCTI TS
HaborTa.

in vivo (BKIIOYAIOYH JI0JJATKOBY OLIHKY 3
TOKCHKOKIHETHKH )

BoTyniHiuHu# TOKCHH, THII A (KOMEPUiHHO BiTOMHII K
BOTOKC) He nokasaB MyTareHHiCTh a0 KJIACTOreHHICTh y
CTaHIApTHiH rpymi aHami3iB TeHOTOKCHYHOCTI (3BOPOTHA
MyTanis Mikpo0is (Efimc), MyTamis KIiTHH ccaBIiB,
XpoMocoMHi abepartii Ta Mikposapo in vivo) (IncTpyKis 3
MenuuHOoro 3acrocyBanss Ha BOTOKC, 2016).

4) KaHLIEPOTCHHICTD:

JTOBFOCTPOKOBI JOCIIPKEHHS

KOPOTKOCTPOKOBI JIOC/Ii[DKEHHS
a0 JOCIIDKEHHsI CepeIHBOI TPUBAIOCTI

Kanueporennui norenuian 6otyaorokcuny Tumy A He GyB
OXapaKTepH30BaHHNH. BUXoai14u 3 HeyacToro BBeICHHS
npenapary Habora, foro cTpykrypH, kiacy ta
6107I0TIYHOrO ITOXO/UKEHHS, @ TAKOXK BPaXOBYIOUH

IOIATKOBI JOCIIKEHHS

Kepisaunreo ICH S6 (R1), Hemae po3yMHHX IPHYHH 715
KAaHLIEPOTEHHUX MPoOJIeM.

5) penpoyKTHBHA TOKCHYHICTE T4 TOKCHYHHIH
BIIMB Ha PO3BUTOK IMMOTOMCTBA:

JlocimikeHHs PO3BHTKY eMOpPIOHAIBHOTO III0/A UL
HaGota Oy10 npoBeneno BiamogigHo a0 pekomenganiii ICH
S5 (R2) (eranii C / D penponyktuBHOro mponecy ICH).

IloTenuiitni penpoaykTHBHI edekTn OOTYIiHIYHOTO
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TOKCHHY TUIly A Ha (eprunbHicTs (ICH yactunun A / B
PEpOoIyKTHBHOTO IIpoliecy ) OyIu MomepeIHb0
BCTaHOBJICHI, TOMY HOBHX JOCJIiUKEHb HE MIPOBOIUIOCH
(ImcTpyxuis s Mmeguuroro 3actocyBanus BOTOKC,
2016). IIpe- Ta mocTHaTANbLHI JOCTIIKCHHS HE
NPOBOJHIIHCE HA OCHOBI 04iKyBaHOI hapMaKoIOridaHo
OIoCepeIKOBAHOT TOKCHYHOCTI ISl MaTepi.

BIUTHB Ha (PepPTHIIBHICTD 1 paHHi# eMOpioHAIBHHMA
PO3BUTOK

Komuux nocmimkens s HaGora ve mpoBoaunocs. Y
NMOCTIDKeHHIX (epTHILHOCTI OOTYTIHIYHOrO TOKCUHY J03H
Ty A (BOTOX) mo 16 OJI / xr BBOIMIIH
BHYTPIIIHBOM'S130B0 IE€pe]] CIIapOBYBaHHSIM Ta B JIEHb
CriapoByBaHHSA (3 DO3U 3 IHTEPBAJIOM Y 2 THIKHI JUI CaMIliB
Ta 2 103 3 IHTePBAIOM Y 2 THXKHI s caMoKk). ([HeTpyKiis
3 MeauuHoro 3actocyBanud, BOTOKC, 2016). 3umkenns
(GepTHIBHOCTI cnocTepiranocs y camiis pu 8 ta 16 OJI /
Kr / 1o3y, a'y camok 1ipu 16 Ol / kr / go3y.

Jl1s cammis Oyio BuzHadeHo 103y NOAEL 4 On / xr / nosy
ta 1 camok 8 OJ1 / xr / no3y.

eMOpPIOTOKCHYHICTB

[ IpoBeeno Joci/KeHHs TOKCHYHOCT] PO3BUTKY eMGpio-
mioga (cermenT II) y mypis (GLP) - B11196

+.pCHATAJILHA 1 mOCTHaTaJIbHA TOKCHYHICTD

Ouinka noreHuitHoro eexry BBeaenas HaGora B
NpeHaTaIbHHH Ta TOCTHATATBHUN PO3BHTOK He
OILIHIOBAJIACh.

OCITIJUKEHHS, TIPH SKUX TPEapaT YBOAUTHCS
IIOTOMCTBY (HECTATEBO3PLJIMM TBapHHaM) Ta/abo
OLIHIOETBCSA BimaneHa Jist

JloxniHiyHI OIiHKE noTeHLiHHNX edekTin 11g HaboTa Ha
CTaTEBOHE3PIINX TBAPHHAX HE MPOBOJIUIINCE.

Y nociiukeHHi, mposeneHoMy Shen et al. (2005),
0JIHOPa30Ba iH'eKIis OOTYTIHIYHOrO TOKCHHY THIY A Gyia
BBeJIcHA CTaTeBOHe3pinuM Inypam Crpar-Jloyi (BikoMm 1
MiCSIb Ha MOMEHT iH'eKwii iH'eKuiliHOro GoTyIiHIYHOrO
TOKCHHY THITYy A) Ta pereHepaliist HepBOBO-M'30BOr0
3'€/IHAHHSA Ta OLIHEHO (YHKIIOHAJELHE BiJHOBJIECHHS
CKENIETHHX M 5131B. Pe3yibTaTu JOCIIHKEHHS, B X1 IKOTO
OyJ10 BHCBITIIEHO €KCIIPECiiO I'e€HiB, BAXKIUBUX JUIS
cTablri3anii HepBOBO-M'I30BOT0 3'€IHAHHS Ta
(QyHKIIOHABHOTO BiZIHOBJIEHHS CKEJIETHHUX M's13iB

BiJINIOB1 a1 BUABJICHHM IIpOLiecaM y J0pociux mypis (Ma
et al, 2005)

6) MiclieBa MEPEeHOCHMICTE

CreniansHUX TOCTIHKEHb MICUEBOT IIEPEHOCHMOCTI I
HaGora He npoBomit Ha TBapuHax. OIHAK JOCIIKCHHS 3
OIHOPA30BHM Ta IOBTOPHHEM BBEJICHHSM IIpENapary IIij yac
BBEJICHHS HE BHABHIIH YKOTHOI HOBOI TOKCHYHOCTI y MicIi
iH’exmii. ¥ BCiX JOKIIHIYHUX JOCTIHKEHHIX
CIIOCTEPE:KyBaH1 MaKpPOCKOIIYHI Ta MiKpOCKOMiuHi epeKTH
BIATIOBIa/IM O4iKyBaHii MicueBiil GapMakooriusiii
AKTHBHOCTI GOTYJIIHIYHOIO TOKCHHY THITY A.

7) NOAATKOBI JOCIIKEHHA TOKCHYHOCTI:

Hisiki 10JaTKOBI TOCII[UKEHHS HE POBOIUIINCE.

AHTUTCHHICTh (YTBOPEHHS AHTHTL)

Hiski 10JaTKOBI JOCJIJUKEHHS HE POBOIHIIHCE.

IMyHOTOKCHYHICTh

Hiski 101aTKOBI JI0CHIiIPKEHHS HE TPOBO/IHIIHC.

OCITIKEHHSA MEXaH13MIB il

Hisiki 101aTKOBI TOCII[UKEHHS He IPOBO/IHIINCE.

JIIKapChKa 3aJIeKHICTD

Hiski onaTkoBi 10CiKEHHS HE IIPOBOIHIIHCE.

TOKCHYHICTh META0OJIITIB

Hiski TogaTkoBi 1OC/IiIKEHHS HE TIPOBOIHIIHCE.

TOKCHYHICTE JOMILIOK

Hiski mogaTkoBi 10CiKeHHs He IIPOBOIHIIHCE.

1HIIIEe

Hisiki 1o#aTKOBI TOCTiIKEHHS HE TIPOBOIMINCE.
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5. BHCHOBKH 111010 JOKIIHIYHOIO BUBYEHHS

JKomuux HOBHX JIOCHIKEHD (papMaKoIoTi4HoT Oe3neku Juis
Habora abo gapmMakoauHaMiuHHX TOCTIKEHb TiKaPCEKHX
B3a€MOJIiH HE IPOBOIMIOCH, OCKITBKH 10GIUHI edekTH
OOTyIIHIYHOTO TOKCHHY THIIY A Ta IOTeHLiiHI B3aeMOii 3
0/IHOYACHO BBEICHUMH IIperapaTaMu, ki MOXKYTb
HEePEIIKOIKATH HEPBOBO-M S30Bil mepeiayi, He BizoMi.
DapMaKOKiHETHYH1 JOCIIDKEHHS He TIPOBOIIIHNCE IS
HaGota Ta BiACYTHICTI BIAMOBIAHO 10 Yy TAMBHX
DloaHATITHYHHUX METO/IIB.

PesynbraTi JOCHiKEHb TOKCHYHOCTI Ha cobakax Oyu
O4iKyBaHHMH Ta IiATBEPMIH BIJHOCHY HEBIAMOBIAHICTE
LBOT0 BUAY A0 OoTyiHiyHOrO ToKcuHy THIy A (Merck,
2016). He BusBEeHO )XOTHHX HOBUX TOKCHYHHX SBHIII Td
peaxiriii.

B xoni nocnimkens Ha mypax Cropar-J{oyii,
¢apmaxosoriyHa akTHBHICTB Ta TOKCHYHICTH HaGoTa
3HAYHOIO MIpOIO 3ajIexana BiJ 1031 Ta OyIia mociiI0BHO,
BHKJINKaIO4YH NoAi0HI edexTn y 06ox crareii. He Oyno
HOBHX a00 HEBIIOMHX TOKCHYHUX PEYOBUH, SIKI paHille He
Oynu onucaHi B IiTepaTypi.

3arasnom, JochimKeHHs eekTuBHOCTI CMAP Ta Benuka
TOKCHKOJIOT1YHA OLlIHKA Y IIypiB Ta cobax
poaeMoHcTpyBaiy, mo JI3 Habora naBas ouikyBaui
e(eKTH, 10 BiAMOBIAAIOTh BiIOMIN aKTHBHOCTI
OOTYJIIHIYHOrO TOKCHHY THITY A.

3asiBHUK (TIpeICTaBHUK
3asBHUKA)

R
P GRETHO)) T
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