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2. 1°UYUYUL B9 LULLYUYUL GUQU

Snipwpwisnip wnbnysd punuupuwywn nhnuwhwwnp wyupnibwynd E
wlnhy pununpunwppip

ppnubjuy 450 F.I.P. — Uhwnp

nnphwuht 440 F.I.P. - dhwynp (24 pkat)

Mninnghnh rhppun 100 dq

Zuyintth wqnbgm pjudp odwinwy tympe jwljnnguyh dninhhypuwn - 141,9 dg:
Odwlinquy iyniphph wipnowlwb guilp nk'u 6.1 pudunud:

3. F6UQGY

Unknyéd punuipuywn ninwhwwntp:

Unp, Gpyninmighll, hwpp dJdwlbpbuny U punpny? hnwnnyd phntwlwbwswynit
punuiupuywwn ptnwhwwnbtp: Zbwpuynp B gnibuynpdwt hwdwubpnipjui npny
otnnidubp (fwpldwpwidwt twhuokp, Yhwnught pstp):

Yhnuhwwntpp sh upkih fhuby:

4. 9L bubuUUUL ALNPEUSPALED
4.1 8Snmignudubp
Npuku wewlgnn thong Hngtuqhup suhwhwulbph opowbinid gnigduws k.
e Juwujwoéph wpynitupnid wnwewgws pnppnpuwty, wynnigh b guiyh,
e ppoupnditiphnh,
¢ Uhquubkpwljuwb ninhubph pnppnpdw,
e guynnn b wlnhjugusd oumbnwpppnqubph b thwthnil hprudwspubph pbhdw-
wnhquh pniddwtt hwdwn:
4.2. Yhpundwb tnuwbwlutp b ninusuthtp
Junhwhwubibp
7hnh pnyjunpbih opwjui pinuswthp 6 pinuwhwn L, Gpbk pnidnn pdholp nnusuwthdwt
wy| Jupg sh vwhdwk): Opwlwt wpwybjugnyb phnuswtp sytwnp E ghipuquigh 12
ninuhunp:



Cpljuwilp b pknwhwubkbp
dingtughd nlnp sh poyunpynd dhtish 18 mwpklwb tpkuwubpht b pipwhwutbph
(nbu «Zuljugnignidubip» 4.3 pwdhup):

Nughkinnbbph hunnnt§ judpkp

Lyuppujht jud  Ephudughtt phpbl b swhwynp wbpwywpwpnipnit nitbkgnn
wughtunubph hwdwp ginuswthh &ogpuinid sh wuwhwbeynud:

dingtuqhd nlinp junphnipy sh nipynud wowbwll] puppuyhtt jud Gphjudwghtt swup
wlipwywpwpnipnit niikgnn wughtunubkpht:

Pniddwt munnnipjniup

dingltuqhd ntinny pnidnudp whwp k owpnitwll) dhtish whinmwuhputph yEpugnidp:

Anh ukpphp-pipphymd tpdws b, np wowig pdohh htwn junphppulghnt Hingtughu
ntnh punnitdwit nbinnnipniup sybwnp k ghipuqugh 14 opn:

Yhpundwb tyubwlp

Iunphnipy £ vipynud d1ngtuqhd ntnh pungnitnudp pwpopul] wdpnne opdu pupwugpnid
(ophiwl] punmbk) 3 phqwhwwn, opwlwi 2 wiqud) Ywd 6 phqwhuwnt phgniiky
Uhwiug: Hinwhwint withpudhown t pigniuty ks pubwlnipjudp hbinmynd nunkjnig
wntjuqt 30 pnyk wnwy Jud ny oniwn, pwh nunknig 90 pnyk htkwnn:

4.3. Zmljugnignidubp
dngtughd ntinp hwjugnigduws t.
e wlwnhy pwnuppuuwppbph, wppwjwpdnph jud 6.1 pwdimd pdupyyus
odwlinul Wniptphg npbk dkhh tjundwdp ghipqqujunipjut nhupnid,
e uhtsh 18 mupkwi pkuwttph b npipwhwuttph hwdwnp,
e hnhmipjut b Ypdpny Yhpwlpdwb oppwunid (nbku «dhpupununpnpuljut
dniuljghw, hnhnipjnit, Ypspny YEpuypdw opowti» 4.6 pwdhtp),
o wpub dwlupphjhmpjub phwsht jud dknpphpndh juwbqupnidbp (ophlwl
htundhihw) niitgnn wughtuwnukpht,
e pupph WHwd Ephluwdubkph $niulghuyh Swup juwbqupnudubp  nitbgng
wuwghkuwnukph,
¢ Jhpwhwnulu vhpwdwnnipniuhg wtdhowytu wnwe (nku «Thpundwt hwwnntly
hpwhwbqubp b twppwqgnipugnidubp» 4.4. pudhup),
e huwljudwlwpphsubph dhwdwdwbwljjw punnibdwt niypnid:

4.4. Yhpundwl hwwnnil] hpwhwqubp b bwjowgqgnipwgnidubp

Qtnh  punquppmpudp  wupdwbwynpjws wjit  hhdbwluimd  odnjws t nsy ph
gujuqnplnn, wj hwjuwjnniguhtt  wqpbkgnipjudp: Uyn wwwndwnny, npno
wughtuwnukph spowunid ninh punniinidhg htwnn guu wadhpwytu sh tjwugnud: Swdp
hwqunty Jwpnn L mdbqubw] poppnpdwt  o9wjuhg poppnpwyhtt Wniphlph
Unphihqugudwi b nknuihnjudwt yuwndwnny: Ldwb nhypbpnid nhnuswtht wthpwudton



L wjuqtguby:

dhpwhwwnwlwbt dhpwdnnmpnititiphg wpwe wthpwdton E hwplgh wnub) phlnh
$hpphtunihinhl wjnhynipniup b hwdwyuwnwuwbwpwup dpnunhnwunpyt] qughtunh
Jhdwlyp: Udkt niwypnid, Jhpwhwwnnipjnithg 4 op wnwy ntinh pugniunidu wthpwudbown L
nunupbkguby:

dwnwiquljutt wjtyhuh pwbqupnidubp niubkgnn  wwghbunubpht, husyhupp Eu
qujulijnnquyh wbwnwbbihmpmniup, Lapp-jwjuiuquyh  wipwdupupnipniup  jud
quniynqu-quujnnnquyh  dwjwpunppghuyh  hwdwhinwithop, junphnipy sh wpynud
oquugnpdt]  dngtughd:  Abnp  wuwpnitwlmd b pwlunquyph  dninhhgpun
wnwybjugnyup 1419 Jdq pwbwlny: Lwlunquyh pwbwlp wnwnwiynd E L
wuydwbwynpdws k dtpdktnubph wqupnibwlnipjut vnwinupunugdudp:

Cplhnubbp b nhpwhwubbp

Uhtgl 18 wwpblwb btpkjuwbbph b phowhwubbph opewlmd nhnh’  Ykpnippuy
gnignidubpny  Yhpundwt  JEpwpbpuw;  wdjujubpp puguluynd Bu (nbu
«wmljugnignidubip» 4.3 pwdhup):

Cwpwipuyhl phwipkn nibkgny wwghkinnibp

hnh jnupupwitsnip ginwhwwnp wupnibwlnud £ 0,015 <hwguyjht» dhwynphtt hwdwpdtp
wdhwopkn:

4.5. Pnjuwmqnplgnmpinibitnt wy nnkph htwn

Uy ngbntph  hbkwn  thnjowgpbgnmipyut JEpwpbpuy  nuunidbwuhpmipnitbp sku
ppulutugyy: ‘

dingkughup b hwjuphnnhljutph hwnjuybu nknpughlhuutph, unybwihjudhyutph
L wdopuhghihth, dhwdwdwbwljjm Yhpwenmidp Jupnn b pupdpugut) Jipohtuutphu
Inughinnpughw yjuqduyh b dkqh dky:

Zujudwunpnhs wqpbgnipjutt htwpwynp nidinugiwt yuwndwnny dngkughd nhnh
vhwdwdwbwljjm  Jhpwenudp  hwlwdwupghsutiph Wlwd  ppndpnghwnubph
wqpkqughuyh wpgbjulhsubph htnn hwjugmgqus L (nbu «Zwljugnignidubtp» 4.3.
pwdhup):

4.6. Yhpupununpnyuljut $niuljghw, hphmpnit b Ypspny Yipulpdwu opowt
Znhnipjutt b Ypdpny Yhpwlpdwi sopowinid dngkughd ntnh Yhpundwt JEpwpbpjuy
pudupup nyjuttpp pauguunid tu: Ujn yundwnny wju hwjugnigdws E hnhukpht b
Unédpny YEpwlpnny dwypbpht (nku «<wlugnignidubp» 4.3. pudhup):

Ghunwuphubph ypw hpwlwbugjus niumdbtwuhpnipnibtbph wpyniupnid d1ngkughd
ntnh npblk wqpkgnipmb jEunubhubph JEpupnugpnyujut mulghugh Jpu sh
puguwhuwynyby:



4.7. Uqntgnipjnip niownpnipeinLl wuhwlgny gnpéniutinipyjul Jpu

(hnpuunpudhengubnh Jupnid, uvmppuynpnidubph hkwn wiwnwip)
Puguuwlut wqptgnipinit tjupugpyusd st:

4.8. Unnutwmlh wqntgnipiniuukp

dingkuqhd nbknp hhdbwlwinid juwy wwbbh E Unyuhul pwpdp phnuswithtph
tpjupunl Jhpundwt pbypnd npbk  Juwuwlwp Ynndbtwlh  wqpbgnipmit  sh
nhunwplyyby:

U hthjuwjwtu hbnmwgnunipniutubph b ninh hkngpuugnidwihtt thnybpnud phnwupluws
Unnuiwlh  wqpkgmpmibbbpp pupluws ki unnpll pun hwbnhydwb
hwfwpwlwiunipjut htnbju] puuujupglui. pun hwdwh (21/10), hwdwp (=1/100,
<1/10), ny hwdwu (>1/1000, <1/100), hwqunty (=1/10000, <1/1000), pwwnn hwqunby
(<1/10000) L wuhuyn hwdwhwliwinipudp (wejuw  wfujubph  hhdwt  Jpuw
hwdwiwljwunipjniup htwpwynn sk npnoky):

Ywuwlupgnidp’ Ns hmdw Zuqunby Cwn hwqunby
nuwn opquili-
hudwljupgtnh
Uwnuwudnpu- Opywbnipjntl, unwdnpu- thnpniénipintl,
wnhpwjhtt Ubkwnbnphq, wnhpuyhtt upwnjuwnung, thujunid,
huwtiqupnidatp ynuiph qubquuntbp b unyh qqugnnnipjntl,
Juqunipjul, yoynidubp
gnyh b hnnp (uyuqu)
thnthnjunipjnil
Uwolh guli, pnp, gbipppunbwpununpnipntl,
Lupwdwsuht Ephpetdw,
hjniujwspubph
wpinwhwpnidubp
Ljwprwihl qluuguny
hwdwljupgh
huwtiqupniudtp
bunituwght wtipghly
hwdwljupgh nbhwljghwttip
huwiqupnidubp
Clswnuljui wupduwyutdut
hwdwlwupgh tplnypubp
huwiqupnidubp

Uikpghly pbwlghwtbph wnwowgdwt pbypnid wuhpwdton E nunuptgul) nbnh
Yhpunnuip b ity pdolih:




dingkuqhd ntinh pugnibdwt ppwgpnid h huywn tinn Ynnduwlh wqpbgnipnibubpn,
unynpwpwp, wugnnhl punyp nibukl, vwluyb jupnn o twb ghppinusuthdwi tywtb
1huky:

Unwinpu-winhpught mnnt hkn juupws jubnhpubpp upkh b jubjub]  opwlub
nphnuswthp pwdwubiny dh pwth dhwtuqg ninusuwhbph b jpunnpbt ywhwywbing
pupmidwt dudwbwlp (nunkjnig 30 pnyk wpwy juwd ny oniwn, putt nunkjnig 90 pnwyk
htwnn):

Unuwiuph thnthnpunipmibiubpp Jupnny b yuypdwbwdnpuws (hul)p  subpssdus
dtpuktinubinh mqntgnipjudp:

Stu  wwlh  «Pnluwmqpbgnipjniiubpt wy  gEnkph htn Jud  wy punyph
thnpowqnpbtgnipiniuttp» 4.5 pudhup:

Quujwshh Ynnduwlh wgnbgmpyniutbph JEpwptpju) hwunnpynid

UnnUuwlh wqpbgnipjutt b huynn qunt phwypnid wuhpwdton L wyny dwuht
ninnuihnpklt wnguwug hwunnppt) 22 UL wunbdhlnu E.Qupphtjjuuh widwb ninkph b
pdoljuljub inkubininghwikph thnpdwghinwlwi Yinpnt www.pharm.am hnnuiny und
quuquhwpt) phd qhs. hinwinuwhwdwnputp (+374 10) 20 05 05 L (+374 96) 22 05 05:

Yw Jhpwpkpnid £ twb wyju hpwhwignid stpdws nplik wy Ynnduwlh wgntgnipuinp:
Unnutwljh  wqnbgnipmittbph  dwuhtt hwnnpniny] puip tywunnd Ep ghinh
wijunwignipjut ykpwpbkpyuy ;pugnighs nbknljunynipjut wyywhnddwn:

4.9. GLppbnuywthnu

Unylhul pupdp phqusuthbph bpupunl jhpundwh ghypnd (ophtwl]  opwljuil
wlbjh pwl 12 phquhun’ 3 swpwphg wykh Epljup wlingmppudp) nplt poibwynp
wqnbkgnipjnil nlintiu sh gputgyt): SEppinuswthdwt nhypnid upnng E h hwyn quy phpl
thnpnisnipnil, npt wnwig pugnighs poidwljui thounlinnipniuibph wihbnwimd k
ntnh punniunudp nunupkgubinig htinn:

Ljwpugpjws Ynnuuwlh wqpbgnipmibubpp gippinuswihdwt ghypnid jupnn tu h
huyun qu wpwyk] hwdwju:

5. 6N ULULUYUL ALNPEUGPALEN
5.1. Mepuphbwdhlu

Tanupnidwuljub fjunidp

dtpdkunttp, nphyuhtt wupnibwlynn hwdwlgnipniuubp,
Utwnndhwljwb-pniduljub-phthulwt swsljwughp
MO9AB52

$dingtughup  bpymt  thnjuppuging - phpdkinbtph’  ppndbpuyth b wphwuhbh
hwdwnpmpnit k, npp hudwlgjws t nnunnghny $puyniinhnh htwn: SEpubuntbpp


http://www.pharm.am/

ppnubjuyip b wphwuhtp, htsywbu twbh pnminnghnp, ubkpphtt puygmidwt phupnid
pnidujut wqnbkgnipinit G gnigupbpnud pnppnpuyghtt b ny pnppnpuwyhtt (Juwuywspukp,
wyn pUnud’ uynpuughtl) Suquwb wpnmgbkph Jpu: Ykipubhibph Jpu ppuljuiug]us
hhinwgnunnipinitibpp (oppliwl] «wntibnnh puph» phunbpp) pugwhwpnt] ki Ukppht
punpnidwdp Yhpwnynn ppndbjuyuh b $Epdbunutph hwdwlgnipyut hwljwpnppnpuwghte
hwwnlnipjniutbpp:

Ppndbjuyup b wphyuhip wpuqugunmd o pohoutipnh hwwndwsutph b pnppnpujhte
wnpngkuh ynipwhnpwbudui wnpquuhputnh wnwpwnidnudp: [ninhup
Jbpwlwbqumd E wunpubtph pwihwigljhnipniup, htigh wpyniipnid wjnnigubptt no
htdwwnndwuubpp ubpédynid L

Ujuyhuny, ptnh puwnuppnmipjui dbky weluw  dhpdtunubph  hwwpnppnpuyghl,
hunttwdnnnijugunn, $hpphunthnhl, hwlwppndpnghnuwhtt b hwljwwjnniguht
huwwnlmpnibibph  otnphpd wyt hwdwghp  wqnbgmpmt  t o gmguphkpnuod
wwpndhghninghwljwl wpngkubph Ypu:

dingtuqhd pntnp pupbjuynd L wpjub pohoiiph b wunpubph wwwbkph $niulghnug
wljnhynipiniup, Wwuqbgunid £ wput dwénighmpmniip b winpubpnid ppondpngh
wnwewgdwl nhuljp, wpuqugunid £ wpnbt hull dbwynpdus dwljupnnijubph nwupw-
nusnudp: Ugu pupbjuynud £ wputt dhpnopowtiwnnipiniip, nph  wpryniupnid
htdwwnndwubpp b wynnigubpt wpwgq ukpsdynid ki: Hnp twb tjuqbgunid £ gup:
dingkuqhup pwpdpuginid £ hwljuphnnhljubpny pniddwt wpmynibwdbnnipniin:
Utunwuphubph YJpw ppujubugdus wwppip hbwwgnumpmnitttph b in-vitro
htwnwgnuumipniuttph wpyniupnid wupqyl) L, np $bpdkunubpp, ppndpnghwnubph’
wnkunghubpydnudpwinny ppwiidus wqpbqughuwjh puddwtp qnigpipug, tjuqtgunid
tt bwb ppndpnghnubph wgptiqughwih hwtnby hwljwénipiniup:

Pugh wyny, ujupugpjws bt wqpbgnipmit wpuwt dwlupgbjhnipjutt dpu, npp
npuinpynid £ wpnppodphtughtt dwdwbwlh jud wpnibwhnunipjutt wbnnnipjut
Epupugdwudp: Uwutwynpuybiu, hwpnth E, np mphwuhtp denpnud E phwljub $hpphtp
b wlnhyugunid £ wjjuquhungtup:

In-vitro U in-vivo thnpdkph wpmyniupnid wupqll) b np wpnunbwquibpp, wy pynad
ppodbjuyup Jud wphwyuhtp, wpghjulnd b whinwsht hunitbtwghtt hwdwjhpubph
Alwynpnidp, wlnhjugunid i supwtius dhwlinphq pohoubpp b wjwuqbgumd Gu
Unklynyitiph (ophtiwly CD 44, CD 54) ghpupuiwhuwjndus Jugsni it pjniip:
Ljwpwgpywsé bu bwb pninnghnh hwljwpnppnpuwjhtt hwnlnipiniutbpp, npnug hhupnid
pujws E jhwyn- b ghlnopuhqbtiwmqu dtpdtunmubph wpgbjulnidp: Epnupnghwnubph
wqplqughuwjh wpgbjulnudp pugwhuwynygt] £ twb wetbntbph Jpu hpuljubtwugus
htinwgnunnipyniuiiph wpnipnid: Genunnghnh wpynibwinwp winpubpp wdpugng
wqptignipjul yuwwndwnubpp ninbu hwjnth sku:

Gipbuplulwl wpnniwbwnniemi i b whyunwbgnipint i
dingktuqhdh  wbdunuwbgmpmitt  wwywgnigd; b Yihuhjulwt  topdwplynidubph




wpyniupmd: Unndtwlh wqpbgnipmnibiubpp hhdtwlwind  webisdl] o unnwdnpu-
wnppught mnmb, pusp wuwplwiwnpjws  E - phnh - wlnhy  punuppunwppbph
wqptignipjul uyklunpny: Thnh Jihuthjuljwt wpynibudinnmpmniuh wyugnigyt) | aub
Jtpp s pniduljut gnignidubinh nhypnid (nku «3nignidukip» 4.1. pudhp):

Uhtst 18 wiwpkljwt kpkjuwibph U phpwhwubkph opowtnid ninh puwn Yhpp togws
pnrdujuit gnigmudubph Jhpwndwt JEkpwpbpyu) nuunidtwuhpnipinibibpp puguljuynid
tu: Znhubph opowtnid ppndbjuyh, wuphwuphtth b pnuninghnh Eehhppuwnh Jhpundw
thnpdp Uhty opu vwhdwbwhwy E jud puguljuynid

Ppndbjuyih, nphwuhtth b pmuunnghnh ehhppuunh jud/l gpuig diwnwpnihintbkph
Yndph Jup thpputhwutghint yipupkpu) nkntjunynipmniut wipwdwpwp k:

5.2. Ynquljhttinpljm

Upunppghw b pupfunid

UwlpnuUntynyuyhtt wniptpp, htswyhuhtt Eu dnqtughth punuppnipjut by wnlju
dtpdktnubtpp, poho-vhounpnuynpdws wwppbp dbjuwthquubpng  ubpsdynd Gt
unuinpu-wnhpuht ninnig b juuyynud ka thnjuwnpnn vughnwynigubph (ophtwl wi$u
I-hwljwwnphyuht, widw 2-dwlpngnpnijht) hkwn, nphg htivnn hnppwnpynid Bu wpyut
hnupny b Yninnwlynid pnppnpdwt opwunid: (kniinnghnp ubpphtt pungnitnmidhg htwnn
Eupwnplynid £ dwipkwjhtt qutqubswjht puyjpuydwly, hgh wppyniipnid wnweowuinid ku
htunlyu) dknwpnhntbpp  plbpghnhip ' pmunhiinghy  dbwgnpyuyhtt  qihynghnp:
LkpssJws Uknwpnihnubph juwp ypuquugh vyghunwlnigutph htinn 98% t:
$Shpdkinnubph 4 ophg wkih kpljup nbingmpjudp Yhpundwh wpynipnid wuqiugnd
uphyuhth  jud ppodbwyuh - Ynbgknpughugh U jhpunjwd  ginuswth - dhol
Alwynpynid £ huwnwl] hwpwpbpulgnipni: Gkuinwuhubph dpu  hpulwbwugdus
niunidbwuppnipjniitbph - wdjujubpp Jyuynd Bu, np opquihquh  wwpphp
huwwndwsubtphg ubkpssytnig htnn wlnhy pwunuppuunwupptph Ynughunpughwubpp
wnwppkp Gu: Thnh wnwybjugnyt §nugkttmpughwubpp npnoyty Gu djubtbpnud:

Ghhuwmmnpuwbupnplughw b fhdhinughw

Lkpsosybnig htwnn gniptptt wtdhowuybu juuwyynd Eu thnpupwnpnn uyhwnwlnigubkph
(ophtw] wdw 1-hwljwwphuyupl, wypw 2-dwlpngnpnijhl) htw, hish wpynibpnud
gnjugwd hwdwhpubpp Juuynd Gu pohoubnh puljuhsttph hbkn b wpnwqungnd Gu
upJwd ninhny:

Zhnpnuqubkph b pmunnghnh subpsdyws dwuthlubpt wpnwquuynud B Ynwbph
vhongny, pwtth nkn npup skt ptwthnjuyty b sk jnipugyby:

Ukpssyws  dhpubntbpp wyp  Ukjuwbhquubphg pugh, wpnuquudnd ko twb

Untininiljjbup dwgnghinnquyht hwdwlwupgh pohotiph Uhongny:

[}n1uinghn
Lytpghwnhtiwyhtt dbnnwpnihntiph hwdwpyu 50%-p hwyntwpbpynud E dkqh Uk wqun



Jud juuyulgus Jhdwlnid: Ldtipghinhtiwghtt wéwugyujubph Jhuwwnpnhdwt dhohtt
thnup 11 dwd k:

Gkhuwdunnsbjhnipinil I gduybiinipiniiy/ng gduybinijpini i

Muquuynud  pbpdkunubph  Ynughbnmpughwitph U Yhpunws phinuswthtph
hwpwpbkpulgnipniip  hunwly L Nuunidbwuhpmipnibiubpp gnyg Eu wdb, np
wpuquuymd kpssjws wpnnbwquibkph dwiupquljubph wép gdughtt £ Yhpungws
nlnusuihihg uhiws:

Ujuntwdtuwguhy, ninh wiwnhy punquppuunwuppbph b opquthquh ubthwljut wyniptph
(ophtwl wpnuikhwquitkph) tholi pwswdl nhwlghwubph yuwngweny wjuqluynid
dtipdktnubph Ynughtnnpughwubptt wnwydd huwpwynp sk hwdbdwwnbk] dwppljuig
hudwp jEuuwpwtwljut wpynitbwybnnipjut hbwn:

5.3. Lwjuwyjhuthjuljut wijunuignipiu ndjujiubp

Thnupubwlubt wifunwbgnipjut unynpuljut hbnnwgnunipnibiubph, puquulh
ntnuswihtph hpundwdp quydwbtwynpjws porbuyunipjul,
JEpuwpuunpoyujutinipjut b wnnh qupqugdut pnitbwjunipjut, dunwquotnhs b
puingynushtt hmnlnipnitiubph twpwy hthjujwt hbnnwgnunipniaubph
wpyniupmid skt hwyntwptpyt) dwppljuig hwdwup wnwbudtwhwwnntl phuljkp:
Uhunwuhubph tmwppkp mkuwfutph tbppht pugnitdw hwdwp unip dhohtt fwhwgnt

ntnuswthp sh npnpty:

Uniakwnikph b oblph Jpw ppulwinugyué pniiuyinipjul 120-opju hkunwgnuinipintl
Upnitwpwiwut, JEuuwphdhwlut b wltwpnidujut nrumdbwuhpnipniutbph
wpyniupmd npbk pnibwynp wqnbgmpnit sh hwynbwpbpydt): Ukqh hbhwnwgnuni-
pnitutbph  wpyniupnid nybwybu  sh pwgwhwjnyl] ninh hbkn juwws nplk
wqnbkgnipnit: Loyudp Jhpupkpnid | wnubwnubph b outph hwdwp $1nqkuqhuh 40, 200 b
800 Uq/liq Ubkpphl puynitdwi phquswihbph (wpuhbpt’ dwppuig hwdwp buwnbu]ws
pniduljul phnuswhb b uyh' 5 o 20 whqud qhpuquitgnn nhqusuhbphtt hwdwpdtp)
opwlwt Ukl wmtquud, 120 op mlinnnmipjudp Jhpundwp:

Clukph Ypw ppwluinugyud pnibuyinipyui 52-pwpwpiu hknwgnunnipntl

dingkuqhuh ppnuhjuljub pnittwjunipniut ntuntdbwuhpyk) £ 52 swpwpdu pipwugpnid
48 oubkph Ypu: 14 wipnt b 14 kg YEunuthubpp unwgt) tu $ngkuqhd, hulj 10 wpnt b 10 kg
ontli wpughpn: 8mpupwlisynip swip opwljwh tkpphtt pigmibdudp wpby & $ingkughuh
1, 7 & 30 phqwhunn, hul] huljhs judpnid’ 1 b 30 wpugkpn phnuhunn: Zknwgninnipjub
pupwgpnid ny vh YEunwuh sh dwhwgh):

Yktipuihubph Jupph jud wennowlul piphwinmp Jh&wlh nhinh Yhpundudp wujdu-
tuynpywé thnthnjunipnibtip skt qpuigdt): tenh punnitnudp sh wqpl) twb ubtinh
punpmiidwt b JEuguuhubph dwpdth pwoh dpu: Fugh wyry, npluk Ynnduwlh wqntgni-



pnit sh tjuwpwgpdl] wpnibwpwbwlwt jud/b dwjuppbjhnipjut suhwhoubph
wnniuny:

Chénijh b jpuwpngh hnudusph dbke dwpwh wwpnibwlinipyut jEuuwphdhwljut
htwnwgnuunipniuttpp unybybu skt pugwhwjnt] dngkughudh npbk wqnbgnipmniu
ymputhnwbwlnpul  swhwihoibph Jpu: Ubkqh, wyny pymd  dkgh buwndudph
niuntdbwuhpnipjut wpyniipnid wpnwpwbwlwb Eplnypubkp skt gpuitgyby:
dingtuqhd ptntu pugmbws Yhunwuhubph wlbwpnidwlub, EEjupuupnwugpuhtt b
Yuppupwiwuwt ntunidbwuhpnipnibtbpnid npblt whnmwpwbwluwt thnthnpunipnit sh
nhuylk;:  dngkuqhup sh wqnlp twb opqubtbkph pwoh Ypu: Upunwpwbwlul,
hniujuwspuwwpnwpuiwjut bt nyupuwluenigjuspuyhtt ntuntdbwuhpnipnitbpn
pupnh Jud Ephudubph  poitbwynpdwt bpwttbp skt pugwhuwynbp: Uwnwdnpu-
wnhpujht  mnni  ppdwpunuiph $ngtughth Ghpundwdp  wuydwiwdnpjws
thnthnjumpjnibiibp sk gpuitgty: Uhuyl hulhy pdph Yud dhwdwdwbwl b huljhs b
dingtuqhuh hudpkph Yhunwuhubph dnunn b huyn Ejws npnowlh thnthnpunipniutbpp
hudwpyt) tu nknh Yhpwndwb hkn juy snittgng:

LPnnunundughl whuyhq in vivo wuydwhibpnid

Nuljpwénish  pohoubpnid  ppnuUnundubph  Jupnigjuwépuyhtt wpbknwghwtbph
hwgwpwljwinipyul Jhduljugpnpi towtwlwh wd sh hwpntwpbpt] hulhs nishsh
Jhpwndwt  hwdbdwwn:  ‘Updwsd  hEnmwgnunipjut plpwugpnid  thnpdwpupuljub
Jtunuuhutpp 24 dudduw pupwugpnid ttppht pugnitdwdp wnpdty Eu dngkughuh 40, 200 L
800 Ug/Yg vhwjwq ninuswthbp:

Uwndiwpniiughl, wpunnwdhla b hphnippui Jpw wqnbgnipinibaabph  JEpupbpuyg
hbwnwgnunnipiniaibn

ZEnmwgnuinipjnibtbph wpyniipnid skt pugwhwynygt] hnhmpjut tnpdw] pupwgphg
ohnnudlilp, wunh mdinuglus nkqnppghw jud thpupquimughtt dwh, hiusybu twl
wunnh qupqugiut wpwwnbbp: Nuinpubph Abwynpdwt Yhunpnuubph b ukppht
opquuitinh mbknunpnipjut nt qupqugdwt thnthnjumipniutp sk Enkp: Ywpodws utinhg
b pwohg whguliljuh wwpphpmpnibbp skt phunaplydby:

Salmonella/jupbwunibbbph Uhipnundabph hlnunupd Uniunwghugh hlnwgninnipint i
ZEnmwgnuinipnitt hpwwtwgyty b Sa/monella thyphimurium-h hhunhphti-winipuninpnd
TA 1535, TA 1538, TA 97, TA 98 i TA 100 Uymputhnjumbuljuyhtt wljnhdugnid niitkgnn
Jud snikignn pnwdtkph Ypw' 2 wpwbdht hknwgqnunnipyut thengny b 1, 10, 100, 250,
500 dlyg/pwuhl phnuswihtph Yhpundwdp: dngtughup YbEpntojuw) wuydwbtbpnid
dwtptutph ypw nplk dwnwbiquotnhs wqntgnipnit sh gnigupknby:

Mnmunnghnh pughwunip pnitwjunipnibt whbpwb bk Unubnubph b dyubkph opowtnid

oninnqhnh 0,2-0,5 q /g phinuswthtph Jhpwndwt nbhypnid unip jud ppnuhjului
pnLiwjunipjub nplt bowl sh hwynbwpbpyb; Spuljwinipul ndjuiubph hwdwdwi



nninnghnp bbkpphtt pinpmitdwt nhypmd sh gpubinpmd punglnusht fud wpwwnwshu
wqnbtgnipjniutibip:

6. 16N USNOUYUL FLNREUAPALEN

6.1. Odwilinuly fynipln

Ynuwhwwnh dhentl jwlnnquyh dninhhnpuwn, kghuwnwgnplih oupw, dwqukqhnidh
unbwpun  (pniuwutt  Swguwdp), unbwphuwppnt, dwppjwéd onip, uhjhghnidh
Yninpruyht tplopuh, wruy:

Yhnuhwnh punuup  dwlpngnp 6000, dbkpwlphjuppyh-diphidipulphjunh
hwdwunihutp (1:1), muyy, Eekph) ghunpuwn, Juuhjht:

6.2. Uuthwdwunbnb hmpjniutp
Uhpwnbkh sk:

6.3. Thnwuhnipju dudljtwn
24 wdhu

6.4. Twhuwt hwwnntl] wuydwbbbkp
Mwhk) snp nbnnud’ 15-25°C obplwunh&wih wuydwbibpnud:

6.5. Quiptph punipwqphsukp
Snipwpwtsinip pithunntpp wwupnibwynd E 20 phnwhwwn: 2, 5 b 10 pthuwnbkputpp

nbknunpyus kb unjupupnpt nnuhh Uk ukpnhp-phpphlh hbn dhwuhb:
Zhjuunuunguyhtt thwpkpp punjugus b wyuundwuuugt upjuljh dbky 1gyus 800
wnbnyd nhnuhwnkphg b tkpnhp-phppehlhg:

dingkughd. 40 wnbnyd punquipuyun phnuhwwn  (phuntpubp) wwpnibwlng
ophghtiwy tnuh;

dingkughd. 100 wnknys pwnuiipuyuwn phnuhwwn  (phuntputp) wwpnibwlng
ophghtiw winh;

dingtuqhd. 200 wnbnyd pwunuupuywuwwn pinwhwwn (pfhunbtputp) wWwpnibwlng
ophghtiwy tnuh;

dingkughd. 800 wntiné punuipwwwwn nhinuhwwn (wpwig pthuntpwhtt hupbkpwynp-
dwl) wupnitwlnn ophghtiuy nintith:

6.6. Ogrnugnpédwt hwwnnil] hpwhwbiqubp b bwpawgqgnipwgnidubp
Qoquiugnpdusd plintpp b puthnuibpp nytywgynud L 22 opkiunpnipjutt hwdwdwyg:

7. 2UL8UUUL 2U4UUSUAE PLrUYUSED
Unilnu dwupdw @dpz bt 0.9, Ghpdwtthw, 13509 £tnjht, Uhpuntpwnpwuk 17
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SUMMARY OF PRODUCT CHARACTERISTICS (SPC)

1. NAME OF THE MEDICINAL PRODUCT

Phlogenzym®

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 gastro-resistant film-coated tablet contains:

* active ingredients

e bromelaine 450 FIP-Units
e trypsin 1440 FIP-Units (24 pkat)
e rutoside trihydrate 100 mg

Excipients with known effect: maximum 141.90 mg lactose monohydrate.

For full list of excipients see section 6.1.

3. PHARMACEUTICAL FORM

Gastro-resistant film-coated tablets.

Round, biconvex film-coated tablets with a smooth surface, greenish-yellow colour, with a
characteristic odor. Slight deviations from uniformity of colour (marbling pattern, spot blotches).

Tablets must not be split.

4. CLINICAL PARTICULARS
4.1 Therapeutic indication

For the adjuvant treatment of adults with:

¢ Inflammation, swelling or pain as a result of trauma;

e Thrombophlebitis;

e Inflammation of the urogenital tract;

e Painful and activated arthroses and soft tissue rheumatism.

4.2. Posology and method of administration

Adults

The recommended daily dose is 6 tablets unless prescribed otherwise by the treating physician; the



maximum daily dose of 12 tablets should not be exceeded.

Children and adolescents

Phlogenzym® should not be used in children and adolescents under the age of 18 (see section 4.3).
Special patient groups
No dose adjustment is required in patients with mild to moderate hepatic and renal impairment.

Phlogenzym®

should not be taken by patients with severe hepatic and renal impairment.
Duration of use
The treatment should be carried out until the symptoms disappear.

In the package leaflet, the patient is advised that the medicine should not be taken for longer than 14
days without obtaining medical advice.

Method of administration

It is recommended to take the tablets throughout the day (for instance, 3 tablets twice) or as a single
dose with plenty of fluid at least 30 minutes before a meal or 90 minutes after a meal.

4.3. Contraindications

Phlogenzym® must not be used

- in case of known hypersensitivity to the active ingredients, pineapple or to any of the excipients
listed in section 6.1;

- in children and adolescents under 18 years;

- during pregnancy and breastfeeding (see section 4.6);

- in patients with congenital or acquired coagulation disorders, e.g. haemophilia;
- in patients with severe liver and/or kidney damage;

- in patients immediately prior to surgery (see section 4.4);

- in case of concomitant use of anticoagulants.

4.4. Special warnings and special precautions for use

Phlogenzym® due to its composition acts primarily not as analgesic but reduces edema. Therefore,
in some patients the application of the product does not reduce the pain immediately. Due to the
mobilization and removal of inflammatory substances from area of inflammation the pain is
increasing in rarely cases. This should result only in a dose reduction.

Before surgical intervention, the fibrinolytic activity of the medicine should be considered and the
patient monitored accordingly. The medicine should be discontinued in any case 4 days before the
operation.

Patients with hereditary galactose intolerance, Lapp lactase deficiency or glucose-galactose
malabsorption should not use Phlogenzym®. The medicinal product contains a maximum of 141.90



mg lactose monohydrate; the lactose content varies due to the standardization of the enzyme
content.

Children and adolescents

There is no evidence for its use in children and adolescents under the age of 18 in the above
indications. (see section 4.3).

For diabetics

1 tablet contains carbohydrates corresponding to 0,015 BE (bread units).
4.5. Interaction with other medicaments

No interaction studies have been performed.

With concomitant use of Phlogenzym®_and antibiotics, the antibiotic levels in plasma and urine are
increased, especially tetracyclines, sulphonamides and amoxicillin.

Concomitant use of Phlogenzym®_with anticoagulants and/or platelet aggregation inhibitors is
contraindicated (see section 4.3) due to a possible increase in the anticoagulant effect.

4.6 Fertility, pregnancy and breastfeeding
There is insufficient data for the use of Phlogenzym® during pregnancy and breastfeeding.

Phlogenzym® should therefore not be used in pregnant women and breastfeeding mothers (see
section 4.3.).

In animal studies, Phlogenzym® did not affect the fertility of the animals.
4.7. Effects on ability to drive and to use machines
No negative effects known.

4.8. Undesirable effects

Phlogenzym® is generally well tolerated; no harmful side-effects have been observed even after
prolonged treatment with high doses.

Adverse reactions that have been reported during clinical trials and/or post-marketing experience
are listed below, by the following frequency groupings: very common (> 1/10), common (> 1/100 to
< 1/10), uncommon ( >1/1,000 to < 1/100), rare ( >1/10,000 to < 1/1,000) ,very rare (< 1/10,000) or
not known (cannot be estimated from the available data:

System organ class Uncommon Rare Very rare
. . bloating, flatulence, complaints in the diarrhoea, nausea,

Gastro-intestinal : ! . - i
change in texture, gastrointestinal tract, vomiting, feeling

tract disorders : .
colour and smell gastrointestinal spasms hungry




of bowel movements

Skin and subcutaneous

tissue disorders rash, pruritus, erythema, hyperhidrosis

Nervous system

disorders headache

Immune system

. allergic reactions
disorders g

Respiratory system asthma-like
disorders complaints

If allergic reactions occur, discontinue treatment and consult a physician.
Adverse reactions after ingestion of Phlogenzym® are usually transient but may also be a sign of
overdose.

Gastrointestinal complaints can be avoided by distributing the dose throughout the day and by
strictly observing the time of administration (at least 30 minutes before a meal or 90 minutes after a
meal).

Stool changes may be attributed to the effect of non-absorbed enzymes.
Please also note the information on interactions in section 4.5.

Reporting of suspected side effects

Reporting suspected side effects after authorization of the medicinal product is of great importance.
It allows continued monitoring of the benefit/risk balance of the medicinal product. Health care
professionals are requested to report every suspected case of a side effect via national reporting
system.

4.9. Overdose

Even in the case of administering of higher doses over a longer period of time (e.g. more than
twelve tablets per day over a period of 3 weeks) in humans no toxic effects have occurred so far,
possibly light diarrhea can start, which disappears after the discontinuation of the preparation
without any additional therapeutic measures.

In case of overdose, the side effects described may occur more frequently.

5. PHARMACOLOGICAL PROPERTIES
5.1. Pharmacodynamic properties

Pharmacotherapeutic group: Enzymes. Trypsin combinations.
ATC code: M09AB52
Phlogenzym® is a combination of two complementary enzymes — bromelain and trypsin, in

combination with flavonoid rutoside. Orally administered enzymes such as bromelaine and trypsin
but also rutoside exert their effect on edemas of inflammatory and non-inflammatory origin




(traumata, sports injuries). Animal studies (e.g., rat paw tests) demonstrate the anti-inflammatory
properties of oral bromelaine and enzyme combinations.

Bromelain and trypsin accelerate rapid cleavage of cell fragments and metabolic products of the
inflammatory process. Rutin restores vascular permeability, which results in a reduction of edema
and hematoma. Thus, enzymes implement their activity by anti-inflammatory, immunomodulatory,
fibrinolytic, antiplatelet, antiedematous actions, exerting complex influence on pathophysiological
processes.

Phlogenzym® improves the functionality of the blood cells and vascular wall; reduces blood
viscosity and risk of intravascular thrombosis, accelerates dissolving already formed clots. It
improves microcirculation, resulting in quickly dissipate of edema and haematoma, reducing pain.

Phlogenzym® increases the effectiveness of antibiotic therapy.

Both in various animal studies and in in-vitro tests the inhibition of thrombocyte aggregation along
with a diminution of the ADP-dependent aggregation readiness was also demonstrated for the
enzymes.

Also, the effects on coagulation in the form of increasing the prothrombin time or prolonging the
bleeding time have been described. In particular for the enzyme trypsin it is known that it splits
native fibrin and exerts an activating effect on plasminogen.

In-vitro and in-vivo-tests for proteases like bromelain or trypsin demonstrated inhibition of the
formation of pathogenic immune-complexes, the activation of non-stimulated mononuclear cells,
and the reduction of overexpressed adhesion molecules (e.g. CD 44, CD 54).

Inflammation-inhibiting properties have also been described for rutoside, where the inhibition of
lipo- and cyclooxygenase was discussed. The inhibition of thrombocyte aggregation was also shown
in rat experiments. So far, the causes of the blood vessel sealing effect of rutoside are unknown.

Clinical efficacy and safety

Phlogenzym® proved to be safe in clinical trials. The side effects were mainly related to the
gastrointestinal tract, which is due to the spectrum of action of the active ingredients used. The
clinical efficacy was confirmed in the indications mentioned (see section 4.1).

There are no studies in children and adolescents under the age of 18 in these indications. To date,
there is little or no experience with the use of bromelain, trypsin and rutoside trihydrate in pregnant
women.

There is insufficient information as to whether bromelain, trypsin and rutoside trihydrate and/or
their metabolites are excreted in breast milk.

5.2. Pharmacokinetic properties

Absorption and distribution

Large molecular substances such as enzymes contained in Phlogenzym® are absorbed from the
gastrointestinal tract through various cell-mediated mechanisms and are bound to transport proteins
(e.g., al-antitrypsin, a 2-macroglobulin). Subsequently, migrating through the bloodstream,



accumulate in the focus of inflammation.

Rutoside undergoes massive microbial degradation upon oral administration and is inserted into the
metabolites quercetin and the glycoside residue rutinoside. The absorbed metabolites are 98%
bound to plasma proteins.

Application of enzymes over a period for 4 days leads to a good correlation between the plasma
concentration of trypsin or bromelain and the applied dosage. Animal studies have shown that after
absorption in the various parts of the body, the active ingredients are found in different
concentrations. Concentrations were highest in the muscles.

Biotransformation and elimination

After resorption, the substances are immediately bound to transport proteins (e.g. a.l-antitrypsin or
a2-macroglobulin). The resulting complexes bind to cell receptors and are eliminated in this way.

Unabsorbed hydrolases and rutoside particles are excreted in the stool as long as they are not
denatured and digested.

The reabsorbed enzymes are eliminated through the cells of the mononuclear-phagocytic system,
among others.

Rutoside

Nearly 50% of quercetin metabolites can be found in the urine in free or conjugated form. The
average half-life of quercetin derivatives is 11 hours.

Bioavailability and linearity/non-linearity

Plasma concentrations of enzymes correlate well to the applied dosages. The studies showed a
linear increase in the plasma levels of the absorbed proteases, depending on the applied dose.

Nevertheless, it is yet impossible to compare this enzymatic plasma concentrations to the biological
efficacy in humans because of cross-reactions between the active ingredients and the body's own
substances such as proteinases.

5.3. Preclinical safety data

Based on conventional studies of safety pharmacology, repeated dose toxicity, reproductive and
developmental toxicity, genotoxicity and carcinogenic potential, preclinical data reveals no
particular risks for humans.

An acute median lethal dose has not been determined for oral administration in different animal
species.

120-day toxicity study in rats and dogs
No toxic effect has been found by hematologic, biochemical and ophthalmologic examinations.

Urine analyses did not prove any drug related effect either. This was true if Phlogenzym® was
administered daily to rats and dogs for 120 days. The dose levels of 40, 200 and 800 mg/kg orally
(i.e. the equivalents of the human therapeutic dose and 5 and 20-fold) were used.

52-weeks toxicity study in dogs

®

The chronic toxicity of Phlogenzym™ treatment for 52 weeks was studied in 48 dogs. 14 male and



14 female animals received Phlogenzym®, 10 male and 10 female dogs received placebo. One, 7

and 30 tablets Phlogenzym®/dog/day or 1 and 30 tablets/dog/day of placebo (control group),
respectively, were administered orally. No animal died during the study.

No drug-related changes in behavior or in the general state of health were observed. Food
consumption was not influenced and body weight of the dogs was not affected. Additionally,
adverse effects were seen neither on hematological nor on coagulation parameters.

Likewise, biochemical examinations of serum and the fat content of liver tissue did not indicate any

effects of Phlogenzym® on metabolic parameters. Urinalysis, including urinary sediment
examinations, did not reveal pathologic findings.

Ophthalmologic, electrocardiographic, and neurologic examinations of the treated animals did not

provide any pathologic evidence. No effect of Phlogenzym® on organ weights was found. Gross
pathology, histopathological and ultrastructural examinations did not reveal any signs of toxicity on

liver or kidneys. Changes related to Phlogenzym® were not seen in the gastrointestinal mucosa.
Some findings seen either in control animals alone or simultaneously in both the control and

Phlogenzym® animals were considered not to be drug-related.
Chromosomal analysis in vivo
No statistically significant increase in the frequencies of structural chromosomal aberrations in bone

marrow cells was found in comparison with the vehicle control. For this purpose, Phlogenzym®
was administered orally to the test animals in single doses of 40, 200 and 800 mg/kg for 24 h.

Test for embryotoxicity, teratogenicity, pregnancy
No deviations have been found from normal course of pregnancy, no enhanced

resorption of fetuses was present, no intrauteral deaths of fetuses were observed, neither fetal
malformations have been documented. There were no changes in topography and development of
internal organs and ossification centers. The distribution in gender and values of weight have shown
no undesirable differences.

Salmonella/Mammalian-Microsome Reverse Mutation Assay

The test was carried out in histidine auxotrophic strains of Salmonella thyphimurium TA 1535, TA
1538, TA 97, TA 98 and TA 100 with and without metabolic activation in two separate assays using
doses of 1, 10, 100, 250, 500 [1g/plate. Under the above described conditions, no effect of

Phlogenzym® on bacterial mutagenicity was observed.

The general toxicity of rutoside is considered as negligible. 0.2-0.5 g rutoside/kg body weight fed to
rats and mice did not yield any signs of acute or chronic toxicity. According to literature
carcinogenicity or teratogenicity do not play any role in the oral use of rutoside.

6. PHARMACEUTICAL PARTICULARS
6.1. List of excipients

tablet core: lactose monohydrate, maise starch, magnesium stearate (plant-derived), stearic acid,



purified water, highly dispersed silica, colloidal anhydrous, talc.

coating layer: macrogol 6000, methacrylic acid — methyl methacrylate copolymer (1:1), talc, triethyl
citrate, vanillin.

6.2. Incompatibilities

Not applicable.

6.3. Shelf Life

24 months.

6.4. Special precautions for storage
Store in a dry place, at 15-25°C.

6.5 Nature and content of the packaging

The tablets are packed in blisters with 20 tablets and placed in a cardboard box with 2, 5 and 10
blisters with instructions for use.

Clinical package with 800 gastro resistant tablets in plastic vial with enclosed instruction.

Phlogenzym®— original package (blistered) with 40 gastro resistant film-coated tablets

Phlogenzym®f original package (blistered) with 100 gastro resistant film-coated tablets
®

®

Phlogenzym~— original package (blistered) with 200 gastro resistant film-coated tablets

Phlogenzym ~— original package (not blistered) with 800 gastro resistant film-coated tablets
6.6 Special precautions for disposal

Any unused medicinal products or materials should be disposed of in accordance with national
requirements.

7. MARKETING AUTHORISATION HOLDER

MUCQOS Pharma GmbH & Co. KG Miraustrasse 17, D-13509 Berlin, Germany

8. MARKETING AUTHORISATION NUMBER

N18978

9. DATE OF FIRST AUTHORISATION / RENEWAL OF AUTHORISATION
15/10/1998

10. DATE OF (PARTIAL) REVISION OF SPC

August 2019



