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3BIT
Npo AOKIiIHIYHI JocaiKeHHN

1. Ha3pa nikapcekoro 3acofy (3a

HasABHOCTI - HOMEp peecTpalliiinoro ®ocdocenTur
MOCBidYeHHs):

1) T nikapcbkoro 3aco0y, 3a skuM || [eHepuuHuMii nikapchKuii 3aci6
npoBoAuiacs abo [aHyeThes
[peecTparis

2) npoBeAeHi A0CTiKeHHA Z TaK 1 AKIIO Hi, 0O0IpYHTYBaTH

3 1O3HILii pery19TOPHOro 3aKOHOIABCTBA, 3a5Ba HAa PEECTPALIIO Ta BiANOBIIHA NOKYMEHTALS [PYHTYIOThCA
Ha crarri 10(1) Jupexrusu 2001/83/€C Ta crarti 28 3akony «[lpo mikapcski 3aco6u 1 MeJUHHOTO
3aCTOCYBaHHs», BiamoBiano. Jlikapcbkuii 3aci6 ®ocdocenTuk, rpaHyiu AjiA OpanbHOro PO3YHHY MO 3 T.
po3pobieHui AK IeHepUYHMH JTiKapceKuil 3acib, moO € hapMaueBTUYHO €KBiBANIEHTHMM pedepeHTHOMY
JiKapceKoMY 3aco0y Monypair.

Sk 32 akTMBHMM (GapMaleBTHYHUM iHrpenienToM (ADI), Tak i 32 JONOMDKHUMU PEYOBUHAMH JTIKAPCHKHI
3aci0, pospobienuit y xommasii «Anibapm», Mae sKicHM ckiiag, skuit 10 CyTi MomiGHMIL 10 cKiamy
pedepeHTHOrO NiKapchKoro 3acody MoHypan BUpoOHUUTBA KoMIaHil «3aMO0H», Itanis. Taka moaiGHicTs
CKJIajly Ja€ I1i[ICTABM BBAXKATH, LIO HECYMiCHICTh Mixk ADI Ta JONOMIKHUMH pevOBMHAMH BifcyTHs. Bci
JONOMIXHI pedoBuHH, BiflibpaHi B npoueci dapMaueBTHYHOI PO3pOOKH, JO3BOJEHI [0 3aCTOCYBaHHA i
IIMPOKO BUKOPUCTOBYIOTHCA Y (hapMalieBTHYHIH npakTuili. Taki camMi 1OMOMiXHI pe4OBHHH HAsSBHI Y CKiIai
pedepentroro nikapcbkoro 3acoby Monypan® (3ambon C.m.a. [Zambon S.p.A.]. Itanis).

[Ipn nopisHsHHI (izuko-ximMiuHi BracTHBOCTI 060X Jikapchkux 3acofiB € noxaiGHumu. Ha mijcrasi
MPOBEAEHOrO TECTYBAHHS T4 OTPUMAHUX aHAJIOTIYHUX pe3y IbTaTiB OyJI0 BCTAHOBIEHO, 10 JIiKApChKi 3aC00H
®ocdocentk (koMnanist «Anipapm») ra Monypai (komnanist «3aMGoH») € 110 CYTi IIO1IOHUMH.

2. DapMaKoJIoris: "

‘ 1) nepBuHHa (hapMakogUHAMIKa -

2) BTOpUHHA (hapMaKoAMHAMIKa -

3) dapmakoutoris Ge3nexu -

4) apmakoaMHaMi4Hi B3aeMOJIT -

3. ®apMaKOKiHETHKA:

1) aHaNITHYHI METOAMKH Ta 3BITH -
moao X Bamigamii

2) BCMOKTYBaHHA G

3) po3noin -

4) MeTabomnizm =

15) BUBEICHHA -

6) hapMakoKiHeTHYHI B3aeMOIiT
(HOKIIIHIYHI)

7) inmi papmakoKiHETHYHI
TTOCTIIPKEHHS

[ 4. Toxkcukomoris:

1) TOKCHYHICTE y pazi 0THOPa30BOTO
BBEICHHSA qui:EHﬂAf“3PQEHEH0

x Wy

2) TOKCHYHICTB Y Pa3i MOBTOPHHUX ﬂOCTOBIPHICIﬁ

BBEJIeHb NEPEHNAAY 3ACRIgyyy

3) reHOTOKCHYHICTD: Hinayp it H B(\% IV

W
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]in vitro

in Vivo (BKJIIOYAK0UuH JI0JIaTKOBY -
OL[IHKY 3 TOKCHKOKIHETHKH )

4) KaHLEPOTeHHICTE! -

IOBIOCTPOKOBI JIOCTiIIKEHHA -

KOPOTKOCTPOKOBI TOCTiKeHHs abo
TOCJTIIXKEHHS CEpeTHBOT TPUBAIOCTI

TOATKOBI AOCHIKEHHSA =

5) penpoayKTHBHA TOKCHYHICTB Ta -
TOKCUYHUH BIUIMB HAa PO3BUTOK
MOTOMCTRA:

BIUIUB Ha GepTHIBHICTE i paHHii
eMOpioHaNIbHUI PO3BUTOK

eMOpiOTOKCHYHICTE -

[IpeHaTalbHa i nocTHATANRHA
TOKCHYHICTB

JIOCJTiIKeHHS, IIPY SKUX [periapar
YBOJUTHCH TOTOMCTBY
(HecTaTeBO3piNKMM TBapUHaM) Ta/abo
OIIHIOETHCS Bifgaiena Jis

6) MicLieBa NEPEeHOCUMICTD -

7) IOJATKOBI JTOCIiIKEHHS -
TOKCHYHOCTI:

AHTUTeHHICTh (YTBOPEHHS aHTHTIJ) -

[iMyHOTOKCHquCTL -

|,El00IIiJ.[}KcHH2 MEXaHi3MiB jii -

|J‘IiKapCBKa 3aJIEIKHICTD -

TOKCHYHICTH MeTaboiTiB -

TOKCUYHICTE JOMIIIOK -

iHme R

5. BUCHOBKH 11010 JOKJIIHIYHOTO -
BHBYEHHS

3asgBHUK
(BIACHMK PEECTpAIiitHOTO IMOCBITYeHHA)  (TTiamuc)

Nadka Radoevska.
BUKOHABYUH JUPEKTOD
xommaHii «Anxipapm EAJT»

NEPEKNAA 3POBAEHD
AT LAHY 3 OPHT iHANGN

AoCTOBIPHICTY
NEPEKAAAY 3ACBIAYYD

Hinayeic H.
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Non-Clinical Trial Reports

I. Name of the medicinal product l
(number of registration certificate, if | Fosfoseptic
‘available): E

1) type of the medicinal product, by
which registration was conducted or | Generic medicinal product
iplanned

2) Trials conducted o vyes I no  If not, substantiate

From regulatory perspective, the application and the relevant documentation are based on Article
10(1) of Directive 2001/83/EC and Art. 28 of the Law on Medicinal Products in Human Medicine,
respectively. Fosfoseptic 3g granules for oral solution is developed as a generic product,
. pharmaceutically equivalent to the reference product Monural.
| Both with respect to the API and the excipients, the product developed in the Adipharm Company has
| a qualitative composition, which is essentially similar to that of the reference product Monural Zambon- |
| Italia. This similarity of the compositions provides grounds to assume, that there is no incompatibility
| between the API and the excipients. All the excipients selected in the process of pharmaceutical
development, arc authorized for use and widely used in pharmaceutical practice. The same excipients are
present in the composition of the reference product Monural® (Zambon S.p.A., Italy).

A comparison of the physicochemical properties of the both products is similar. Based on the testing
| and the similar results performed it was found that the product Fosfoceptic (Adipharm) and Monural
. (Zambon) are essentially similar.

2. Pharmacology: l s

1) primary pharmacodynamics | 2 j

12) secondary pharmacodynamics “ -
53) safety pharmacology

J4) pharmacodynamic interactions “ - ]

3. Pharmacokinetics:

'1) analytical procedures and reports
‘on their validation

2) absorption H .
'3) distribution ;L -
|4) metabolism P 5 =

;iLS} excretion

i

L

"= + .. . i
'6) pharmacokinetic interactions (non- g'
clinical) |

|7) other pharmacokinetic studies i - i

‘-i Toxicology:
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1) Single dose toxicity | e

2) Repeated dose toxicity | -

3) Genotoxicity:
in vitro

in vivo (including additional
\assessment on toxicokinetics)

4) Carcinogenicity: *5 =

long-term studies | -

l§_hort~term studies or mid-term studies“ ‘ - —I
'additional studies I .

'3) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

-Eembr;_{qtoxicity 4 " -

[prenatai and postnatal toxicity - }

istudies in which medication is
ladministered to the offspring
(immature animals) and/or long-term
| effects are assessed

1[6) local tolerance ]

7) additional toxicity studies:

'. s :
iﬁ{{;munotoxxmty

l,

\antigenicity (antibody response) E[ - _;
|
|

] N . ~ s
|study of the mechanisms of action

jédrug dependence

toxicity of metabolites

other

!
I
ltoxicity of impurities I - f
[
i

5. Conclusions on non-clinical study |

‘ ) Nadka Radoevska : ,
Applicant {Marketing Exeentive Dipecton : s =
Authorization Holder) Adipharm EAD = - : 7

laenTndikayiiinmii kog

ICTAHO 3 OPHT IHAROM

g
A\
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3BiT nMpo KJiHiYHe BUNPOOYBaAHHS

1. Hazea nikapcekoro 3aco0y (3a

HasBHOCTI - HOMep peecTpauiiiHoro DochocenTur

MOCBiYeHHS) |

2. 3asABHHK ” Anidapm EAJT

3. BupobHux ” Anidapm EAJ]

| 4. IlpoBeneHi QOCTiIKEHHS: 1 TaK Z  H AKIIO Hi, 00rpyHTYBaTH

1) Tun sikapcekoro 3acofy, 3a SKUM

BUNPOOYBAaHHSA, KOJOBaHWII HOMeEp
KJIIHIYHOTO BUNIPOOYBaHHS

npopoauiaacs  abo  muaHyerscs| ['eHepuuHmit mikapchkui 3aciG
peecTpauis

- ITopiBHAIEHE JOCHIIKEHHS (M VilFo PO3YMHEHHA [il040i PEYOBHHH
5. IloeHa wHazea  KIIHIYHOTO P A i P A P

(ochomimHy TpomMeTamoIly, B rpaHyax AJis OPaJbHOTO PO3YUHY TI0
3 T.

ITporokon Ne: RD-Pr-001-04-17.

6. @asa KIiHiYHOro BUNIpoOyBaHHS

He 3acTocoBHe

7. llepiox mpoBemeHHS KIHIYHOTO
BHITPOOYBaHHA

Kgitens 217 poky.

8. Kpaiuu. Jie npoBomIoCs KITiHIYHe
BUMPOOYBaHH

bonrapis

‘9. KinpkicTs JocmimKyBaHux

He 3acTocoBne

10. Meta Ta BTOPHHHI wii

KIIHIYHOrO BUNIPOOYBaHHS

Jlane JOCNIIKEHHA in Vifro TIPOBOAWIIOCS 3 METOI0 OTPHMAaHHA
pe3y/nbTaTiB IIOA0 IMIBHAKOCTI PO3YMHEHHS /iI0Y0I PEYOBUHH Y

mikapcekoMy 3acobi  DochoMinMHY TpoMeTamol, IpaHyid A
OpalbHOr0 PO34MHY 10 3 r, po3poblieHoMy B KoMmaHil «Anidapm
EAJl», Ta MOpiBHAHHA HOTO 3 IPEICTABICHUMH Ha PUHKY NMOAI0HHMU
JIKapChbKUMH 3acobaMu, B SKHX MICTATECA Taki JiFOYi PEYOBHMHH.
Pospobnenuii nikapchkuii 3aci6 MOPiBHIOBAIM 3 JIIKAPCHKUM 3ac000M
Monypan, rpaHylid [Uid OpaJbHOrO PO3YMHY 1[0 3 I, BIACHHUK
peectpauiiinoro noceiguenHs 3ambon C.ar.A. (Zambon S.p.A.),
ITanig.

Il Huzaiin KJIIHIYHOT O

BUIIPOOYBaHHS

Byno npoBeieHo NOPiBHANBHE JOCTIKEHHS IBUIKOCTI PO3YHHEHHA
1110401 Pe4OBUHM HAsBHOI'O HA PUHKY JIIKAPCBKOTO 3ac00y MOPIBHAHO
3 JTIKapCEKHAM 3ac000M, M0 Po3pobIs€EThCA, Y TPHOX CEpeloBMLIAX 3

pH 1.2; 4.5 ta 6.8 BianoeigHo 10 ymoB, 3asHadeHux y HacraHosi 3
pochimrenna  Gioeksipanentnocti  (CPMP/EWP/QWP/1401/98
Rev.l/Corr.).

’ 12. OcHOBHI KpUTEPil BKIKOYEHHS

|| He 3actocoBHe

13, JocnimxyRaHMH JiKapChbKHUH

I3acib. cmocib 3acTocyBaHHs, cuia ail

®ochoMilHy TPOMETaMoll, TPaHylId A OpajbHOT0 PO3YMHY IO
3T,

Bupotuuk: Axidapm EAJl, Bonrapis.
Jlitoua peyoBuHa: GochoMilHHY TPOMETAMOJL.

MEPEKNAR 3
3 (A 3 opy

ﬂocroalrnlcrb
NEPEKNARY 3ACBIAyyp

Kinayeic H

POBRERO
T iHANGM
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®ocominKHy TPOMETAMOII, TPAHYIH JUId OPANLHOTO PO3YHHY II0
3 r, Mictute ochomiumHy TpomMeTamouy 5.631 r, M0 €KBiBaJICHTHO
dpochomirmmy 3.0 r.

14. Tlpenapar mnopiBHAHHA, [103a,
croci6 3acTOCyBaHHA, CHa il

Momnypan, rpaHysm 41 OpaJIbHOrO PO3YMHY 110 3 T.
Bupo6uuk: 3ambon C.m.a. (Zambon S.p.A.), ITanis.
Jlitoua pevoBuHa: hochOMIHHY TPOMETAMON.

| 15. CymyTHs Teparnis

He 3acrocoBue

16. Kpurepii ouiHku edeKTHBHOCTI

Kpurepii o1inky edeKTHBHOCTI — HE 3aCTOCOBHE.

ITopiBHANBHE AOCIIDKEHHS in Viro MPOQLII0 POIYMHEHHS {0401
peuoBUHH  (GOCHOMINIMHY TPOMETAMOIY MPOBOAWIM Y TPhOX
cepepoumax: O,INHO 3 pH 1.2; 6ydepuuii posuun 3 pH 4.5 Ta
docharuuii 6ydep 3 pH 6.8.

[ nopiBHAHAA 1BOX NpodilliB PO3YMHEHHS TIKAPCEKHX PEYOBHH
chmil pospaxyBarty koediuient noaiGuocti (£2).

2 =150 log {[1 +(I/n)Xn t=I (Rt - Tt)2]-0,5 x 100}

He

f2: koediuient noxiGHoOCTI

Rt - Tt: KiTBbKiCTh PO3YUHEHOI PEHOBHHH, Y Bi[ICOTKAX, y BU3HAYEHIM
4acoBid To4ui BiAOOpY 3paska AU JOCTIZAKYBAHOTO JIKAPCHKOIO
3aco0y Ta pedepeHTHOro MKapcsKoro 3acoby.

Kputepiii npuiiHATHOCTI: SKWO 3Ha4YeHHs [2 3HAXOAMTBCA B
Aianazoni Bix 50 go 100, mpodini posuuHeHHA BBaXKAIOTHCA
MOAIOHUMH.

17. KpuTepii ouinku Gesneku

He 3actocoBHe

18. CrarucTyyuHi MeToaIu

He zacTocoBue

19.  Jlemorpadiuni  MOKa3HUKH
NOCTiKYBaHol nomyJsuii  (CTaTs,
BiK, paca, TOlIO)

He 3actocoene

20. PesynbTaTi eieKTUBHOCTI

[TopiBHAIBHE JOCTIHKEHHA PO3UMHEHHS [OKA3a/10, 1O JiKapChKhi
3aci6 PocdoMiluMHy TPOMETAMOIL TPaHYJH VIS OPAJILHOIO PO3IYMHY
no 3 r. Ta jikapcekuil 3aci® MoHypan, rpaHymd s OpalibHOIO
PO3uMHY O 3 I BiINOBIJAIOTH HACTAHOBaM €BPOINEHCHKOrO areHTCTRa
3 Jikapcekux 3acobiB (EMEA). V Tpeox cepemoeuinax s
posunnenns 3 pH 1.2, 4.5 i 6.8 kinekicTe po3unHeHoOl 3a 15 XBUIMH
JMKapChKOT pEYOBHHH CTAHOBHTH 1OHAN 85 %.

21. PesynbTati Ge3nexu

He zacTocoBHe

22. BUCHOBOK (3aKITIOYEHHS )

Ha ocHOBI NpoBeJEHOro AOCHI/DKEHHS OyJI0 BMABJIEHO, LIO
niKapceKMid 3acif, sxuil po3pobiseTses, 1 pethepeHTHHI TiKApCHKHA
3acib € mo cyTi mogiOHUMH.

3afRHUK (RIIACHHUK PEECTPaIIHHOTO MOCRITYEHH)

(riammc)
Nadka Radoevska.
BUKOHABRUMH IUPEKTOP .-
ITE P ERmEA ¢ Ogiibamy EARS
3r [AHy 3 OPHT iHANGM
AocToBlPHICTD
NEPEHAARY 3ACBIAYYR

Kinayeic H.

HTAdikaviinmii kog A
AY

2 38002596
X %
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Clinical Trial Report

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

Fosfoseptic

2. Applicant

Adipharm FAD

3. Manufacturer

Adipharm EAD

4, Trials conducted:

I yes no If not, substantiate

1} type of the medicinal product, by,
which registration was conducted or|
planned

Generic medicinal product

5. Full name of the Clinical Trial,
clinical trial code

Comparative in-vitro dissolution study of active substance in
Fosfomycin trometamol 3g granules for oral solution.
Protocol No.: RD-Pr-001-04-17.

6. Clinical trial phase N/A
7. Period of the clinical trial April of 2017
8. Countries where the clinical trial] Bulgaria
‘was conducted

N/A

9. Number of study participants

10. Goal and secondary objectives
of the clinical trial

This in-vitro study was performed in order to obtain results
on the rate of dissolution of the active substance in the drug
product Fosfomyein trometamol 3g granules for oral solution
developed at Adipharm EAD, and compare it with similar
products on the market in which the active substances. The
developed drug product was compared to the drug product
Monural 3g granules for oral solution, Marketing
Authorization Holder, Zambon S.p.A., Italy.

[L1. Design of the clinical trial

A comparative dissolution rate testing was performed on the
active substance of the drug product on the market, compared
to the product under development in three media with pH 1,2;
4,5 and 6,8 according to the conditions referred to in

Guidance on the investigation of bioequivalence
(CPMP/EWP/QWP/1401/98 Rev.l/Corr.).
12. Main inclusion criteria N/A

~

113. The investigational medicinal
product, method of administration,
strength

Fosfomycin trometamol 3g granules for oral solution

Manufacturer: Adipharm EAD, Bulgaria

Active substance: Fosfomycin trometamol

Fosfomycin trometamol 3g granules for oral solution
contains Fosfomycin trometamol 5,631 g equivalent to 3g
Fosfomycin.

514. Comparator, dose, method of

administration, strength 5

- Active substance: Fosfomycin trometamol

Monural 3 g granules for oral sclution
Manufacturer: ZAMBON S.p.A., Italy

15. Concomitant therapy

- N/A

i
i
i
| |
\
|
g
1
t

16. Efficacy evaluation criteria

i substances, a similarity factor (£2) shmﬁd
- 12=50log {1

. Efficacy evaluation criteria — N/A.

A comparative in-vitro study on the dissoly ,' Tap
active substance Fosfomycin trometamof/v roeg e
three media: 0,INHCI with pH 1,2; buf @!oi 1tion w?ﬁ
4,5 and phosphate buffer with pH 6.8. (& K Aﬂﬂ Ny ‘

To compare the two dissolution 1 23 3

s

- T1)2]-0. 58

+~(Un)¥n t=1 (Rt

H.B.KINRYP
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Where

f2: Similarity factor

Rt - Tt: Amount of the dissolved substance, per cent, at the
determined time point of sampling for the test product and the
reference product.

Acceptance criterion: If the value of {2 is in the range of 50
to 100, the dissolution profiles are considered similar.

17. Safety evaluation criteria

N/A

18. Statistical methods

N/A

19. Demographic characteristic of
study population (gender, age, race,

N/A

lotc.)

20. Efficacy results

- Comparative  dissolution testing demonstrates that

Fosfomyein trometamol 3g granules for oral solution and
Monural 3g granules for oral solution comply with EMEA
guidelines. In the three dissolution media with pH 1,2, 4,5 and
6,8 the amount of the dissolved in 15 min drug substance is
more than 85%.

21. Safety results

N/A

22. Conclusion

Based on the testing performed it was found that the product
under development and the reference product are essentially

i similar,

Applicant (Marketing
Authorization Holder)

Nadka Radoevska
Executive Director' (.~ s
Adipharm EAD '

(£ LAHO 3 OPHT [HANOM REER
H.B . KIHAYP) S
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