Annex 29 to the Procedure for Conducting
Expert Evaluation of Registration Materials
Pertinent to Medicinal Products Submitted
for the State Registration (Re-registration)
and for Expert Evaluation of Materials
about Introduction of Changes to
Registration Materials during the Validity
Period of Registration Certificate (item 4 of
section [V)

REPORT

about a preclinical trial

1. The name of mecinal product (if
available - registration certificate
number):

IBUPROFEN-MB

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

Generic drug.

2) conducted studies

yes

NO

if no justify

The product meets the requirements of a generic
medicinal products as defined in Article 10.1 (a)
(iii) of Directive 2001/83/EC as amended since it

has

the same qualitative and quantitative

composition of the active substance with referent
product, the same dosage form with referent
product, no preclinical studies were performed.

2. Pharmacology: NA
1) primary pharmacodynamics NA
2) secondary pharmacodynamics s
3) safety pharmacology L
4) pharmacodynamics interactions e
3. Pharmacokinetics:

NA

1) analytical methods and reports on their
validation




2) absorption

NA

3) distribution B
4) metabolism Ha
5) elimination e
6) pharmacokinetic interactions B
(preclinical)
7) other pharmacokinetic studies NA
4. Toxicology:
1) single dose toxicity N
2) repeated dose toxicity NA
3) genotoxicity: ol
in vitro
. r . L NA
in vivo (including additional assessment
on toxicokinetics)
4) cancerogenicity: Ha
Long-term studies Ha
Short-term studies or medium-term NA
studies
Additional studies P2
5) reproductive and developmental Ak
toxicity:
i NA
Effect on fertility and early embryonal
development
5 s NA
embryotoxicity
. NA
Prenatal and postnatal toxicity
NA

Studies where the product is administered
to offspring (immature animals) and/or
remote effect 1s estimated




6) local tolerability =

7) additional toxicity studies: ik
b i ; i e NA
antigenicity (formation of antibodies)
: L NA
immunotoxicity
Study of mechanisms of action NA
Drug dependence Ra
Metabolite toxicity e
impurity toxicity NA
NA

other

5. Conclusions regarding preclinical study] The medicinal product that we are applying for the
registration certificate is a generic medicinal
product equivalent to the medicinal product
Brufen tablets 200 mg and 400 mg, which has a
current registration by Mylan Products Ltd.,
United Kingdom, and has the same qualitative and
quantitative composition of the active substance
for the corresponding dosage as the reference
medicinal product.

Applicant (marketing @W
authorization holder) 4 o all
T Gignatukey

Feditiv Ko toruna
(Name)




Jlonarok 29

1o [opaaxy mpoBeAeHHS €KCIIEPTH3H
peecTpaniiHuX MaTepiaiis Ha JTiKapchKi
3aCO0H, 10 MOJAKThCS Ha JAEpIKaBHY
peecTpariiio (mepepeecTpaito), a Takox
eKCTIePTH3H MaTepiasiB PO BHECEHHS
3MiH JI0 peecTpariifHuX MaTepiaiiB
NpOTAroM Jii peecTpariiiiHoro
TIOCBIIUEHHS

(myHkT 4 po3gimy IV)

3BIT

Npo AOKJIIHIYHI JOCTIIKEHHS

1. Ha3ga sikapcekoro 3aco0y (3a
HasIBHOCTI - HOMEP peecTpaniiinoro
MOCBITUCHHS ):

IBYITPO®EH-Mb

1) Tumn nikapchKoro 3acoly. 3a SKUM
mpoBoauiacs ado IIaHy€eThCA
peecTpartis

['eHepuuHui NiKapchkui 3acio.

2) mpoBeIeHi JOCIiKEHHs

TaK Hi sxmio Hi, o0rpyHTYBaTH

Jlikapcekuii 3aci® BiAnOBigae BHMOTaM IOJO
TEHEPUYHOTO JIIKapChKOTo 3aco0y, AK 3a3HaYEHO
y crarti 10.1 (a) (iii) Jupextusu 2001/83 / €C 31
3MIHAMH, OCKUIBKH BiH Ma€ OJHAKOBHI AKICHHH
Ta KUTBKICHHH CKJIaJl aKTHBHMX PEYOBHH, IO H
pedepenTHHit mikapchkuil  3aci0d, OJHAKOBY
(GopMmy mo3yBaHHS, MmO #H y pedepeHTHOro
JKapchKOro 3acoly, MOKIIHIYHI JOCITIDKEHHS
HE ITPOBOIHUITHCE.

2. dapmakosioris:

He 3acrocoByeThed

1) nepeuHHa (hapMaKoAUHAMIKA

He 3actocoByeThbes

2) BTOpHHHA (papMaKo/MHaMiKa

He 3acTocoByeThCs

3) papmaxoJioris Oe3reku

He 3acTocoByeThCs

4) papmakouHAMIuHI B3a€MOAil

He 3acTocoByeThCS

3. ®apMakoKiHeTHKa:




1) aHaiTHYHI METOOUKHM Ta 3BITH 100
X Basimanii

He 3actocoByeThes

2) BCMOKTYBaHHS

He 3aCTOCOBYETECA

3) posmosin

He 3acrocoByeThest

4) MmeTaboITi3M

He 3aCTOCOBYETHCA

3) BUBEJICHHS

He 3aCTOCOBYETHCA

6) hapMaKOKiHETHYHI B3aEMO/Iii
(TOKITIHIYHI)

He 3actocoByeTbes

7) in1l GpapMaKOKIHETHYHI JOCIIKEHHS

He 3acTocoByeThes

4. Tokcukomoris:

1) TOKCHYHICTH ¥ pa3i 0JIHOPa30BOrO
BBEJICHHS

He 3acTocoByeThes

2) TOKCHYHICTB Y pa3i MOBTOPHHX
BBE/ICHB

He 3acTtocoByeThCs

3) reHOTOKCHYHICTE:
in vitro

He 3acTocoByeThes

in vivo (BK/IIOYaIOYH JOJATKOBY OIIIHKY 3
TOKCHKOKIHETHKH)

He 3acTocoByeThes

4) KaHIIEPOTEeHHICTD:

He 3aCTOCOBYETBCA

UIOBIOCTPOKOBI JIOCIPKEHHS

He 3acTocoByeTbes

KOPOTKOCTPOKOBI JJOCTIJDKEHHS
abo0 OCTiIKEHHS CepeIHbOT TPHBATIOCTI

He 3acTocoByeThCs

,I[O,[laTKOBi J_'[OC.]'[iIl)KCHHH

He 3acTocoByeThest

5) penpoayKTHBHA TOKCHYHICTH Ta
TOKCHYHHH BIUTHB HA PO3BHTOK
MOTOMCTBA!

He 3acTocoByeThCS

BILJIMB HAa (DepTUIIBHICTE | paHHIH
eMOpioHaNbHUI PO3BUTOK

He 3acTocoByeThes

eMOPIOTOKCHYHICTD

He 3acTocoByeTbes




NpeHaTaabHa i OCTHATAIBHA
TOKCHUYHICTD

He 3acTocoryeThes

JT0C/T JUKEHHS, TIPH SIKHX TIpernapar
YBOJHTBCS TOTOMCTBY (HECTATEBO3PITHM
TBapuHaMm) Ta/ado OLIHIOETBLCS BigaIeHA
st

He 3acrocoByerhest

6) MicLeBa IEPEHOCHMICTh

He 3aCTOCOBYETHCA

7) NOJIATKOBI TOCIIIKEHHS. TOKCHYHOCTI:

He 3actocoByeThes

AHTHTEHHICTh (yTBOPEHHS QHTHUTLN)

He 3acTrocoByeThes

IMYHOTOKCHYHICTH

He 3acrocoByeThes

MOCITIIHKEHHSA MEXaHI3MIB i1

He 3acTocoByeTbes

UTiKapchKa 3a1exKHICTD

He 3actocoByeThes

TOKCHYHICTh MeTaDOIITIB

He 3acTocoByeThCs

TOKCHYHICTB JIOMIIIIOK

He 3actocoByeThes

iH1IIE

He 3acTocoByeTbes

5. BUCHOBKH 111010 JIOKJIIHIYHOTO
BHBUYECHHS

Jlikapcekuii 3aci0, SKHH MH TOJaEMO JUIs
OTPHMAHHS PEECTPALi{HOrO MOCBITUEHHS €
TFeHEPUYHUM  JIKAPCBKMM  3aco00M  €KBi-
BAJIEHTHUM  JiKapcekoMmy 3aco0y  bpyden
tabmetku 200 mr ta 400 Mr, 10 Mae aKTyanbHY
peectpanito komnasiero Mylan Products Ltd.,
Cnonyuene KopomiBcTBO, 1 Mae Takoil camuit
SKICHHH Ta KUIBKICHMH CKJIax akKTHBHOI
PEYOBHHH JUIs BIAMOBIAHOTO J03YBaHHS, MO it
pedepenTHUit TikapchKHii 3acio.

3asBHUK (BJIACHHK

e

§ A et

peecTpariifHoro
MOCBITYEHHS)

(ni,um/;]c)v

Fo Q\qbél(" Lot puiio
~ (. 1. B.) *




Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section ['V)

REPORT
on clinical trial
No.1

1. Name of
medicinal product
(if available -
Registration
Certificate
number)

IBUPROFEN-MB

2. Applicant

M.BIOTECH LIMITED
Gladstone House, 77-79 High Street, Egham TW20 9HY, Surrey, United Kingdom

3. Manufacturer

STRIDES PHARMA SCIENCE LIMITED
Ne 36/7, Suragajakkanahalli, Indlavadi Cross, Anekal Taluk, Bengaluru, Karnataka
562106, India

4. Conducted
studies:

Yes

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

This application is for generic drug.

5. Full name of
clinical trial, code
number of clinical
trial

P-71621 Version:00

An open label, balanced, randomized, two-treatment, two-sequence, two-period,
single dose, two-way crossover, oral bioequivalence study of Ibuprofen 600mg
Tablets of Strides Pharma Science Ltd, India, comparing with that of Brufen Forte
600 mg tablet of Mylan EPD SPRL/BVBA, Terhulpsesteenweg, 6A, B-1560
Hoeilaart in normal, healthy, adult, human subjects under fasting conditions.

6. Clinical trial
phase

Bioequivalence, Fasting Conditions




7. Period of
clinical trial
conduction

Period I: 16/02/2022 - 18/02/2022
Period II: 19/02/2022 - 21/02/2022

8. Countries where
clinical trial has
been conducted

QPS Bioserve India Pvt Limited
Plot No 47, IDA Balanagar, Telangana, Hyderabad — 500037, India

secondary goals of
clinical trial

9. Number of Planned: 36

enrolled Data for 35 subjects were complete.

population

{8, Admgsiad To assess the bioequivalence of Ibuprofen 600 mg Tablets of Strides Pharma Science

Ltd, India, comparing with that of Brufen Forte 600 mg tablet of Mylan EPD
SPRL/BVBA, Terhulpsesteenweg, 6A, B-1560 Hoeilaart in normal, healthy, adult,
human subjects under fasting conditions.

Secondary: To monitor and assess safety and tolerability of the Test Product in
comparison with the Reference Product.

11. Design of
clinical trial

An open label, balanced, randomized, two-treatment, two-sequence, two-period,
single dose, two-way crossover, oral bioequivalence study in normal, healthy, adult,
human subjects under fasting conditions.

12. Main criteria
for enrollment

Healthy, adult, male subjects, aged from 18 to 45 years.

13. Investigated
medicinal product,
method of
administration,
strength

Ibuprofen 600mg Tablets
1 x Ibuprofen 600mg Tablets (Administered with about 240 ml of water)

14. Reference
product. dose,
method of
administration,
strength

Brufen Forte 600 mg tablet
1 x Brufen Forte 600 mg tablet (Administered with about 240 ml of water)

15. Concurrent
therapy

Not Applicable

16. Criteria for
efficiency
assessment

The 90% parametric confidence intervals were conducted for the ratios of the means
of log-transformed pharmacokinetic parametrs Cmax, AUCo.t, AUCo- for the test and
reference products. Bioequavalence was to be conducted if 90 % confidance interval
for the ratio estimate of log-transformered pharmacokinetic parametrs Cmax, AUCo-t,
AUC -« of test and reference formulations falls within the acceptance limits of 80.00-
125.00 % with respect to Ibuprofen.

17. Criteria for
safety assessment

Safety of subjects was evaluated by clinical examination (before ckeck-in and before
check out and at the last ambulatory sample in each period) and by measuring vital
signs and by monitoring clinical adverse events during each period.




18. Statistical
methods

ANOVA was performed on In-transformed pharmacokinetic parameters for Cmax.
AUC:.

90% confidence interval for the difference of the least-square means of the
logarithmic transformed values of Cmax and AUCt at 5 % level of significance should
be between 80.00% and 125.00% to meet bioequivalence criteria for Ibuprofen.

19. Demographic
indicators of the
investigated
population
(gender. age, race,
etc.)

Male, healthy subjects.

Mean age (yrs): 30.5; max age (yrs): 42; min age (yrs): 19.

Mean height (cm): 167; max height (cm): 179.6; min height (cm): 156.1.
Mean weight (kg): 68.7; max height (cm): 88.2; min height (cm): 52.6.

20. Results of
etficiency

Pharmacokinetic Results:

T/R Ratio (%)AUCg-= 99.95
T/R Ratio (%)AUCyt=99.70
T/R Ratio Cmax = 95.58

21. Results of
safety

There were no adverse events reported in this study.

22. Conclusion

Based on the analysis, it has been concluded that the Test Product (T) Ibuprofen

(assesment) 600mg Tablets of Strides Pharma Science Ltd, India is bioequivalent with the
Reference Product (R) Brufen Forte 600 mg tablet of Mylan EPD SPRL/BVBA,
Terhulpsesteenweg, 6A, B-1560 Hoeilaart in normal, healthy, adult, human subjects

. 2l \OTECH N
under fasting conditions. @) —
. o
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Jlonarox 30

no Ilopsaaky npoBeIeHHS €KCIIEPTH3H
peecTpaniiiHuX MaTepiaiiB Ha TiKapchKi
3ac0o0M, 1110 MOJAIThCS Ha JEPIKaBHY
peecTpauito (liepepeecTpalit), a Takox
€KCIIePTU3H MaTepiajiB PO BHECEHHS
3MIH JI0 peecTpamiifHiuX MaTepiasis
IpoTAroM Aii peecTpauiiinoro

MMOCBiUEHHSA
(myHKT 4 po3ainy IV)
3BIT
Npo KJiHiYHe BUNIPOOYBaHHA
Nel
1. Ha3ea
ITIKapChKOTO
3aco0y (3a
HAsIBHOCTI - HOMED IBYTIROMEH-NE
peecTpaniitHoro
MOCBITYCHHS)
2. asBHHK M.BIOTEK JIIMITEZ
['mexcroyn Xays, 77-79 Xaii Crpir, Eram TB20 91'U, Cyppeit, Benuka bputanis
CTPAMJIC ®APMA CAUEHC JIIMITE[
3. BupoOHuk

Ne 36/7, Cyparajokakkanaxaiti, [njuiapani Kpoce, Anexan Tanyk, banranop,
Kapnaraka 562106, Inuist

4. [IpoBeneni
TOC/TIHKEHHS:

Tax

1) Tun
TiIKapcbKOTo
3acoly, 3a IKUM
npoBousacs adbo
MIAHY €ThCS
peecTparis

3asiBa Ha reHePUYHUH JTiKapchKuH 3acib.

5. IloBHa Hazpa
KIIHIYHOTO
BUITPOOYBaHHS,
KOJJOBaHHI HOMEP
KJIIHIYHOTO
BUNIPOOYBaHHs

P-71621 Bepcis:00

Binkpure, 30a1aHCOBAHE, paH/IoMi30BaHe, JIBOpPA3oBe, JIBOMOCIIIJIOBHE,
IBOIIEPIOAHE, OJHONO30BE, IBONEPEXPECHE OCIiIKEeHHS Oi0eKBiBAJICHTHOCTI
nikapeskoro 3acoly I6ynpoden tabnetku 600 Mr komnarii Crpatine @apma Caiienc
JItx, luais B mopisHsHHI 3 Bpypen ®opre tadrerku 600 Mr kommnanii Mylan EPD
SPRL/BVBA, Terhulpsesteenweg, 6A, B-1560 Hoeilaart y HopMaiibHUX, 3TOPOBHX,
JI0poCHX ¢y0’€KTiB B yMOBax HaTIIE.




6. @aza
KJIHIYHOT'O
BUIIPOOYBaHHS

BioeKBiBaTeHTHICTE, YMORH HATIIE

7. [lepion
MPOBEACHHSI
KJIHIYHOTO
BHITPOOYBaHHSI

[epiox I: 16/02/2022 mo 18/02/2022
Ilepion II: 19/02/2022 mo 21/02/2022

8. Kpainu, ne
MIPOBOTHIIOCS
KTiHIYHE
BUIIPOOYBAHHA

QPS Bioserve India Pvt Limited
Plot No 47, IDA Balanagar, Telangana, Hyderabad — 500037, India

9. Kinekicts

3arianoBano: 36

TiKapchKui 3acio,
criocio
3aCTOCYBaHHS,
cuia aii

TTOCTTIKY BAaHHX Hani just 35 cy0'extiB Oynu 3aBepiieHi.
10. M Ouinutu OioekBiBaseHTHICTH [Oympoden Tabnerku 600 mr xommanii Crpaiimc
s HASRME @apwma Caiienc JIta, Inais B nopiusHHI 3 Bpyden @opte Tabnerku 600 Mr kommanii
. it Mylan EPD SPRL/BVBA, Terhulpsesteenweg, 6A, B-1560 Hoeilaart y HopmansHuX,
ATy 3JI0POBHX, TOPOCIIHX Cy0 €KTIB B yMOBax HaTIIE.
BHITPOOYBaHHS
bBesnexa: MOHITOpUHI, OLIHKA Oe3NeKd Ta TMMEePEeHOCHMOCTI JOCHIKYBAHOIO
npenapary MOpiBHIHO 3 MPernapaToM MOPiBHIHHSL.
1 . Binkpute, 30anmancoBaHe,  paHIOMi3oBaHe,  JIBOpa3oBe,  JIBOIIOCIIiJIOBHE,
: I.[H?'aHH JBOIEPiOJHE, OJHOI030BE, ABONEpPEXpPECHE NOCIIUKCHHS Ol10€KBIBAJIEHTHOCTI Y
LAY HOPM&JIBbHHX, 3/IOPOBHX, JOPOCIIHX Cy0’€KTIB B yMOBaX HarTIIle.
BUNIPOOYBAHHS
12. OcHOBHI 3m0poBi, gopocii cy0'ekTH 4o10BiUoi cTati, BikoM Bij 18 110 45 poxiB.
Kputepii
BKJTIOYEHHS
13 [6ympoden Tabmetku 600 mr
o . 1 x I6ympoden tabnetku 600 Mr (3anuBarots npudau3Ho 240 Ma BOIM)
JlocmimKkyBaHui

14. ITpenapar
MOPIBHSAHHSA, /1034,
crocio
3aCTOCYBaHHS,
cuuia aii

Bpyden @opte tabnerku 600 mr
1 x Bpyden ®opre tadnerku 600 mr (3anusaroTs npudmu3HO 240 M1 BOIM)

15. CynyTtHs
Teparist

He 3acTocoByeThCH




16. Kpurepii
OL[IHKH
e(peKTHBHOCTI

90% mapameTpuyHi 10Bip4i iHTEpBANM MPOBOMMIM JUIS CIIiBBiIHOIIEHD CEPEIHIX
3Ha4YCHb JTOrapupMIYHHX (apMakokiHeTHUHHX mapaMerpiB Cmax, AUCot, AUCo.
JUIA  JOCIIZXKYBAaHOTO Ta pedhepeHTHOro mpemapati. BioekBiBaneHTHICTL clif
npoBojATH, Ko 90% poBipuu#i iHTepBam JUis OWIHKH CHIiBBiAHOIUICHHS
norapupmivaux  TpaHcpopmoBaHHX Cma, AUCor. AUCo. mociimysazoro
Mpenapary Ta pe)epeHTHOro Mpenapary [oTpamisie B goimyctumi mexi 80,00-
125,00% mas i6ynpodeny.

17. Kpurepii
OLIIHKHU Oe3nekn

besmexy cyG'exTiB oOmiHIOBaNTH IUIIXOM KIHIYHOrO o6CTeXeHHS (mepes
peecTpaliero Ta Iepe] BHIMCKOIO Ta M 9ac OCTaHHbOi aMOyaTopHOi MpobH B
KOXKHOMY Iepiojii), a TAKOXK IUIAXOM BHUMIPIOBAHHA KMTTEBO BAJKJIMBHUX O3HAK 1
MOHITOPHHIY KJIIHIYHHX TOOIYHUX SBHII POTSIOM KOXKHOTO MEPioIy.

18. Cratucruuni
METOIH

ANOVA nposomumu mis In-tpaHcopmoBanux (apMakOKIHETHYHHX HapaMeTpiB
1 Ciax, AUCt.

90% nopipumii iHTEpBAN JUIsl PI3HHII CEPEIHIX KBaApaTHYHHX JOrapupMivHHX
nepeTBOPeHUX 3Ha4eHb Cmax 1 AUC: ipu 5% piBHI 3HAUyIOCTI MOBHHEH OyTH MiX
80,00% 1 125,00%, mo6 BixmoBigaté KpuTepisM Oi0eKBIiBaJEHTHOCTI MAJIA

i0ynpodeny.

19. Jlemorpadiuni
MMOKa3HHKH
TOCITI 1KY BaHOT
nomyJsiuii (cTaTh,
BiK, paca, TOIIO)

3nopoBi cy6'eKTH 4OJI0BIHOT CTATI.

Cepenniii Bik (poki): 30.5; makcumanbHuHN Bik (pokiB): 42; MiHIMaNbHUH BiK
(pokin): 19.

Cepenniit 3pict (cm): 167; MakcuMaIbHHAH 3picT (eM): 179,6; MiHIMATBHUI 3picT
(cm): 156,1.

Cepenns Bara (kr): 68,7; MakcumaibHa BucoTa (cM): 88.2; MiHiMalibHa BHCOTa (CM):
52.6.

20. PesynpTati
e(heKTHBHOCTI

@®apMaKOKIHETHYHI Pe3yIETATH:
T/R Bignomenus (%) AUCo..= 99,95
T/R BigHomenus (%) AUC.= 99,70
T/R BigsoweHHst (%0) Cmax = 95,58

21. Pesynbraru
Oe3nexu

B nromy nocniukenHi He 0yI10 3apeecTpoBaHO MoOI4HMX edeKTiB,

22. BucHOBOK
(3aKITFOUEHHS )

Ha ocHoBi anamizy 0ysn0 3po0iieHO BHCHOBOK, IO JOCHipKyBanuii npemnapar (T)
[6ynpoden tabnerku 600 mr xommanii Crpaiinec ®@apma Caitenc Jlta, luais e
OioekBiBanieHTHUM pedepenTHOMY npkrapary (R) bpyden @opre tabnerkn 600 mMr
Mylan EPD SPRL/BVBA, Terhulpsesteenweg, 6A, B-1560 Hoeilaart y HopmaiibHEX,
3JIOPOBHX, JOPOCIHX Cy0 €KTIB B YMOBAX HaTLIE.

3asaBHUK (BIIACHUK
peecTpariifioro
IIOCBI/IYEHHST)




