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®Ao16¢ ppaykouvAac 300 mg - OKANPA KAPAKLA
Frangula bark 300 mg - hard capsules

BLBAloypagiki avagopd - Anatte{tal Tomkr vioBétnon / Reference document - Local adoption required

MpoéAsvon kKat mpdéoRaocn otnv mnyn / Provenance and source access

H npoéAevon, n €k6oon Kol Ta dpLa TWY MAPEXOUEVWY QAMOCTIACUATWY/BLRALOYPAPLKWY avapopwyv dlatnpoldvTal.
To ke{pevo glval n mapexduevn Kat avabewpnuévn eyypaen Sikalias, éxL véa mARpNG avadnuoaievon tou
npwTtoTiNoL TG NMNYNG. MNpdoPfacn oto MAAPEG MPWTOTLTO Y{vETAL OTOV EMONUO EKOATN, PE TNV AMALTOOUEVN
4abeta fj ouvdpopr. Agv SNAWVETAL OTL EKKPEUEC alTnua emavdypnong €xeL eyKpLOel.

Source provenance, edition and limits of supplied extracts/references are retained. This is the supplied and
revised Sikalias record, not a newly supplied complete publisher-original text. Consult the official publisher for full
originals under the required licence or subscription. No pending reuse request is represented as approved.

Z0vOeon avagopdc / Reference formula

Bdon / Basis: Avd 1 kaydkto / Per 1 capsule

ZuoTaTiKO / Ingredient Mooodtnta / Quantity

Kévig gAolob gpdykovAag 300 mg
Powdered frangula bark

KéAvpog okANpPoL Kayakiov 1 capsule
Hard capsule shell

MNeprypag@n okevaopatog / Preparation description

ZKANPOS Kawdklo yia and tTov oTéuaTog Xopriynon He 300 mg tnG KabBoplopévng QUTLKAG MPWTNG DANG. H nyn
ovoTAvel péyebog 0, pe emPBeBaiwon xwWPENTIKOTNTAG YA TNV MPAYHATIKA MUKVETNTA TNG NapTidag. H mpwtn OAn
elvat o anognpapévog gAoldg oteAexwv Kat kA&dwv Rhamnus frangula L. H PAF/004 avagépel TovAdyxlotov 7,0%
YAUKOQPAYKOUAIVEG WG YAUKO®PayKoLA{vn A enl Enpdg 5pdyng. Agv elvat To Enpd ekyVAlopa tTng POF/005. H
ouvtayr 6gv avaeépel mPAaBeTo aAPALWTIKO.

Hard capsule for oral use containing 300 mg of the specified herbal starting material. The source recommends
size 0, with capacity verified against the actual batch bulk density. The starting material is the dried stem and
branch bark of Rhamnus frangula L. PAF/004 reports at least 7.0% glucofrangulins as glucofrangulin A on the
dried-drug basis. It is not the dry extract in POF/005. The formula lists no added diluent.

References: [11], [3], [7]

Apaon kaL xpron / Action and use

AleyepTikd LTIAKTLKS Yl Bpaxela AVTILETWTILON TEPLOTAOLAKNG SuoKoALdTNTAG. H HMPC mpoBAénetl Tnv eAdxLoTn
amMoTEAEOUATIKA €@dnag Bpadivr 8don, evtdc 10-30 mg LEPOELAVOPAKEVIKWIV TMAPAYWYWY WG YAUKOQPAYKOLA{VN
A, og eVAALKEC Kal £QriBOLC dvw Twv 12 €TWv: OxL neplocdTePo amnd uia eBGoudda, cuvrABwWG apkolY 2-3 AQYELC
otn dldpkela avtAc. H HMPC KaAOmTel Tumonotnuévn TePayLlopévn 6pdyn fj moapaockevdopatd tng. AnattelTal
avTioTolylon TnG 6paoTkATNTAC TOL PAOLOL PE Tn 6don oe mapdywya. Asev avTikabiotatal o pAoldég amnd (on pdla
EKYVAIOHOTOC Kal HEV HETAPEPETAL AVTOPATWE 0 APLOUSC KaWaK{wy TOL LoToPLkoD UAAaSiov. Asv
xpnotonote(tat wg aywyr xpoéviag duokolAldTNTOG 1 posTolpaaiag evtépou XwpPlg EL61kS MPWTOKOAAO.

Stimulant laxative for short-term occasional constipation. HMPC specifies the smallest effective single evening
dose within 10-30 mg of hydroxyanthracene derivatives as glucofrangulin A for adults and adolescents over 12
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years; no more than one week, usually only 2-3 doses during that week. HMPC covers standardised comminuted
bark and preparations thereof. Bark activity must be reconciled with the dose expressed as derivatives. Do not
substitute an equal mass of extract or automatically transfer the capsule count in the historical leaflet. This is not
a protocol for chronic constipation or bowel preparation.

References: [11], [2], [7]

Mpobiaypagéc / Specifications

dopPaKELTIKA TIPWTN DAN oL MANPoO( TN oXETIKN Wxbovoa npodlaypaery RFE/Ph.Eur. 0025, pe tekunpiwon
TavTéTNTAG KAt MapTidag. Ol aplOUNTIKEG mMEPLypa@éG TNG PAF amoteAolv otolxela TnG avaktnbdeloag nmnyrg, éxt
8AAwan eAéyyou TG Tpéyovaac adelodotnuévng dapuakomoliag. KAeloTd, aképata Kaydkia, xwpeig emeavelakn
KévL, ovoowudtwon 1 6lappor}. H POF 6gv oplCel xpwpa TeALkoD KEADQOULG, aptBUNTIKS pH rf aw. KataptiCovtat
KpLtrpla anodoxig TauTdTNTAC, MEPLEKTIKOTNTAC/HELKTWY, OUOLOMOPPIOC KA UIKPOBLOAOYLKAC MoldTNTAC TPV
and TNV eKTEAEDN.

Pharmaceutical material meeting the applicable current RFE/Ph.Eur. specification 0025, with traceable identity
and batch. Numerical PAF descriptions are facts from the retrieved source, not a claim that the current licensed
pharmacopoeial text was checked. Capsules must be closed and intact, without surface powder, agglomeration or
leakage. The POF does not specify final-shell colour, numerical pH or aw. Establish identity, assay/marker,
uniformity and microbial-quality acceptance criteria before manufacture.

References: [11], [3], [4], [7]

®wg / Light

H teAkr] KdwouAa Kat N MPWTN VAN QUAGCCOVTAL POOTATEVHEVEG amd TO WG. EmAEyeTal cuokevaoia pe
TEKUNPLWHEVN pwTompooTacia ] KATAAANAO eEwTEPIKS KOLTI. Agv amob{deTal oLYKEKPLUEVOC PUBUAC
ewTodldonaong xwplc peAéTn TnG opTidac.

Protect the finished capsules and starting material from light. Select packaging with documented light protection
or a suitable outer carton. No formulation-specific photodegradation rate is established by these sources.

References: [11], [7]

Aépac kKal oeidbwon / Air and oxidation

Alatnpouvtal KAelotd ta doxela kKatd tn JOylon Kot HeTE Tn SetypatoAnyia. H mnyr dev anattel AlwTo A
QVTLOEELOWTIKS KOl BEV TEKUNPLWVEL aveEEPTNTO dpLo €kBeanG oTov aépa. H HETABOAR 0OUAG 1 XPWHATOG
dlepevvaTal pall pe MEPLEKTIKOTNTA KL XPWHATOYPAPLKS TPOPIA, OXL WG MEUOVWHEVO TECT HPAOTIKOTNTAC.

Keep containers closed between weighing and sampling operations. The source requires neither nitrogen nor an
antioxidant and establishes no separate allowable air-exposure period. Investigate altered odour or colour
alongside assay and chromatographic profile; appearance alone does not measure potency.

References: [1], [4], [7]

Nepo kat SuaAvtotnTa / Water and solubility

Aev mpooTtiBeTal vepd aTn obvBean. To LALKS MaPaPéVEL KOVLG Kal HEV HETATPENETAL O MOOLUO Evatwpnua. O
€EOTALOMOC PETE amd LYPS KABAPLOUS TIPEMEL VA €XEL OTEYVWOEL MANPWG TIPLY €ABEL O emMa@r UE TN QUTIKA KOVL A
T0 KEALQOG. Tux6v Oypavaon/Blappon anattel aEloAdynon tng napTidag.

No water is added to this composition. Retain the powder dosage form; it is not an oral suspension. Equipment
must be fully dry after wet cleaning before contact with the herbal powder or capsule shell. Assess any wetted or
leaking batch before use.

References: [11], [3], [5]
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Yypaoia / Humidity

MNeptBaANov mapaokeLAG: oxeTkA vypacia =60%. H eUAagnN anattel npootacia and vypacia. EAEyxovTal
OLOOWHATWON TNG KOVEWG, ELBPALOTATNTA/HOAGKWHA KEADPOULG Kal andéboon ¢payuod Tne cvuokevaaoiag. H
oxeTIK vypaoia XWPEOL KAl N AMWAELX KATA TNV EApavaon dev lval peTprioelg evepydtnTag vePoD TNG TEALKAG
KayovAag.

Manufacturing relative humidity:=60%. Protect from moisture during storage. Monitor powder caking, brittle/soft
shells and packaging moisture-barrier performance. Room relative humidity and loss on drying are not
measurements of finished-capsule water activity.

References: [11], [3], [4]

Oeppokpacia / Temperature

Mapaokevr oTovg 25+5 °C gOpewva pe To YeVkd PN kawakiwy, pe tTpnon tuxév avotnpdtepng npodlaypagrig
mPWTNG VANG/KEADPOLG. H nyr opi(Cel pOAaEN KATw amnd 30 °C. H kdyovAa napaokeL&leTal XWPIC BEPULKA
Katepyaoia- 6ev vmokadioTatal 0 EAeyyoC UkpoBiwy pe Bépuavan tng dpdyng.

Prepare at 25+5 °C under the general capsule procedure, subject to stricter material/shell requirements. Source
storage is below 30 °C. Capsule manufacture uses no heat treatment; heating the herbal material is not a
substitute for microbial-quality control.

References: [11], [3], [4]

pH kait cupBatéTnTa / pH and compatibility

Agv op(Cetatl pH yla 1o ENpd TeEAKO oKeVaOoUa Kal dev TPoBAEMETAL PUBULOTLKO SLdAvpa. Edv avantuyBel uébodocg
pH vBaTIKAC Blaomopdc yia EAeyxo mMPWTNG OANG, dnAwvovTal avaAoyia, SLaADTNG Kal PEBOBOG: TO AMOTEAECUA
dev Bewpeital pH t™NG KdywovAag. O pH-eEAPTWHEVOG XPWHATIONOG 00PWY IOV TEPLYPAPETAL YIa avOpavoeLdr dev
anoteAe( KpLTrpLo pH A otabepdTnTOg TOL MPOIGVTOC.

No pH is assigned to this dry finished dosage form, and no buffer is specified. If an aqueous-dispersion pH method
is developed for raw-material testing, define ratio, solvent and method; the result is not the pH of the capsule. The
pH-dependent urine colour reported for anthranoids is not a product-pH or stability specification.

References: [1], [2], [4]

El8ika otolxeia cvotaTtikwy / Ingredient-specific information

H nmpwtn OAN €lvatl 0 anoEnPapuévog AoLOC oTeEAEXWVY Kal KAGSwvY Rhamnus frangula L. H PAF/004 ava@épel
ToLAdyLoTOV 7,0% YAUKOPPAYKOLAIVEC WG YALKOQPayKoLAivn A emil Enpdc dpdync. Agv elval To ENPd ekxOALOUQ
NG POF/005. H cuvtayn 6ev avagépel mpdabeto apatwTiké. H HMPC kaAOmTEL TuTOTIOINKEYN TEPAXLOMEVN Bpdyn
| mapaokeLAoUATd TNG. AnatTe{Tal avTioTolXlan TNG SPACTIKATNTAG TOL @AoLoV uE Tn ddon os mapdywya. Agv
avtikadiotatal o pAolég and {on pdla EKXLAIOUATOC KOl HEV HETAPEPETAL AVTOUATWES O APLOUSC Kawaki{wv Tov
LoToPLKoD PUAAaSIOUL.

Xpnotuomnote{tal QopUAKEVTIKOC PAOLOC PPAYKOLANC HE TEKUAPLO TIPOUNBELTH YL Yipavaon TouAdxLoTov evog
€TouG | KATAAANAN TeKPNPLWHEVN eneEepyaaia pe BepUd aépa. O vwTdC PAOLEC Unopel va TIPOKAAETEL EUETO Kal
omnaouols. Agv xpnoiponote{tal mpdopata GUAAEYEVOG PAOLOG 00T emvoe(tal TéTola enegepyacio katd TNV
KowovAomo{naon.

The starting material is the dried stem and branch bark of Rhamnus frangula L. PAF/004 reports at least 7.0%
glucofrangulins as glucofrangulin A on the dried-drug basis. It is not the dry extract in POF/005. The formula lists
no added diluent. HMPC covers standardised comminuted bark and preparations thereof. Bark activity must be
reconciled with the dose expressed as derivatives. Do not substitute an equal mass of extract or automatically
transfer the capsule count in the historical leaflet.

Use pharmaceutical frangula bark with supplier documentation of at least one-year ageing or suitable qualified
hot-air treatment. Fresh bark can cause vomiting and spasms. Do not use freshly collected bark or improvise this
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processing during capsule preparation.

References: [11], [2], [4], [7]

AAAeGg aAAnAemibpaoelg / Other interactions

H vmokaAtatpia and katdypnon LNAKTIKWY prnopel va eviox0oeL tTn 6pdon KapSLAKWY YAVKOOLEWY Kal va
EMNPEAOEL AVTIAPPLUOULKA. ALOVPNTLKA, KOPTLKOOTEPOELSH Kol YAUKOPPLZQ UTOPODY VA EMOEIVWOOLY AMWAELEC
KaA{ov. Anattel{tal tatpikr ektignon cuyxopriynong He edppoaka mou nopateivouv QT. MPAoKeLTAL Yia KALVLKEG
oOAANAeTdpdoelg, OxL yla amodedelypévn xnUik aovpBatdTnTa Héoa oTNY KAWPOLAA. Aev GLVOLATETAL EUMELPLKE
ME GAAEG avBpavoeldeic dpdyeg.

Hypokalaemia from laxative misuse can potentiate cardiac glycosides and affect antiarrhythmics. Diuretics,
corticosteroids and liquorice may increase potassium loss. Assess coadministration with QT-prolonging medicines
medically. These are clinical interactions, not demonstrated chemical incompatibilities inside the capsule. Do not
empirically combine with other anthranoid laxatives.

References: [2]

EKTipnon kKwvéovovu / Risk assessment

KoOplot kivbuvol: alyyvan dpdync/ekxvAiopatog, AavBaopévn Bdon assay, unepPBOALKN nUepriola moagdTnTa
TUPAYWYWY WG YALKOQPAYKOLA(VN A, avopoloyévela TARPWONG Kal dikpoBLakol/xnuikol pomol gUTIKAG MPWTNG
OANG. AnokAg{ovtatl kKOnon, BnAaoudcg, NAkia KATW TwY 12 £TWY, evTePLK andepagn/otévwan/atovia,
OKWANKOELD(TIOQ, PAEYHOVWIONG vEOOG evTEPOL, aveERyNTo KolAlakd dAyog kat cofBapr aguddtwon. H vepplkn
vb0o0oG Kal ouyxoprynon mouv ennpedlel K&ALo avE&vouy TNV avdykn KAWLKAC ekTiunong. H HMPC avagépel
TIPOKALVIKG ELPANATO YOVOTOELKOTNTAC OPLOMEVWY avOPavoeldwY: bev mpokiTTEL and avtd avbaipetn Tagvdunon
OA0L TOL PUTLKOU VALKOD WG OLYKEKPLUEVOL eMayYEALaTIKOD HD. Tekunplwvovtal ékBean as KévL, amopuyn
EMPOALYONG Kal EAEYXOC TOL CLUYKEKPLUEVOUL BeAT{OL aoPAAELQG.

Xpnotyonote(tat GoPUAKEVLTIKOG GAOLEG PPAYKOUAQG UE TEKUAPLO MPOUNBELTH Yia Yipavan TovAdxlotov evég
€TOUC | KATAAANAN TeKUNplwpévn enegepyacia pe Bepud aépa. O vwndg PAOLOC umopel va TIPOKAAETEL EUETO Kall
onoououG. Aev yxpnaotpomnole{tal mpdopata CLAAEYUEVOC PAoLSC o0Te emvosiTal TéTola eneEepyaaia KATd TNV
KowovAomoinaon.

Key risks are herb/extract substitution, incorrect assay basis, excessive daily derivatives as glucofrangulin A,
uneven capsule filling and microbial/chemical contaminants in botanical material. Exclude pregnancy,
breastfeeding, age below 12 years, intestinal obstruction/stenosis/atony, appendicitis, inflammatory bowel
disease, unexplained abdominal pain and severe dehydration. Renal disease and medicines affecting potassium
require particular clinical assessment. HMPC reports preclinical genotoxicity findings for some anthranoids; this
does not itself establish a particular occupational hazardous-drug classification for the entire herbal material.
Document powder exposure, cross-contamination controls and review of the actual material safety data.

Use pharmaceutical frangula bark with supplier documentation of at least one-year ageing or suitable qualified
hot-air treatment. Fresh bark can cause vomiting and spasms. Do not use freshly collected bark or improvise this
processing during capsule preparation.

References: [21], [4], [5], [6], [7]

Mpootacia epyalopévwy / Staff protection

Katd tn COylon, kooki{viopa, avautén Kat anopdkpuvon eM@aveLdKAC KOVEWCS XPNOLUOTOLOOVTOL KAELOTOC A
TIEPLOPLOUEVOC XELPLOUOG HE KATEAAANAO ToTKS €AeyX0 OKOVNG, MOBLA HE HaVIKLA, KAALYN MAAALWY, YAVTLO KOL
npootaoia oBaApwv/avanvoric Badaoest ektipnong ékBeanc. To PN TnTtd pdoka Kot YOaAld OTIC EpyaoieG oL
napdyouv KévL. Aev opiCetal avBaipeta TOMOG avanvevaThpa A 6plo €kBeong xwpelc To mpayuatiké SDS. H
nieployn Kot o eEoMALOUAC KaBapi{Covtal HETAED SLAPOPETIKWY PLTIKWY MPWTWY LAWY, PE emBeRaiwaon MApoug
Enpavong.
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During weighing, sieving, mixing and removal of surface powder, use enclosed/contained handling with
appropriate local dust control, sleeved gown, hair cover, gloves and eye/respiratory protection selected from the
exposure assessment. The source procedure requires a mask and goggles for powder-producing operations. A
respirator class or exposure limit is not invented without the actual SDS. Clean between different herbal materials
and verify complete drying of equipment.

References: [3], [5], [6]

ZuvOnkec nmapaokevng / Compounding conditions

H @bppovAa elvat avd 1 kawdkio. MNa 100 kaydkia anattovvtal 30 g TNG KaBoplopévng mpwtng OANG yla Th
obvBeon tng mNyAc: N H&la 6pdync dev peTaBAAAETAL yia em{TeLEN AAANG 66ong 6elkTn XWPIC TEKUNPLWHEVN VEa
obvBeon Kat 6ev mpooTtiBeTal avBaipeTo nAedvaoua. MeptBdAiov 2515 °C, RH=60%. EmBeBatvovtal Cuyog
KaTAAANAOG yLa TIC H&leg, TauTomoinon MPWTWY LAWY, aplOUéC KaYaKiwy KAl TPAYUATIKOG OYKOG TAHPWONG.
Zuy{CeTal n avdKTNOoN PETA TO KooK{viopa/anoovoowpdTwaon. H ékdoon mapaokevig Kpatd otabepd
npounOgvuTr/TOMO KEADPOULG Kot LEBODO avauLENG.

Xpnotpomnole{tol QopUAKEVTIKOG PAOLOG PPAYKOLAAG PE TEKUAPLO MPOUNBELTH Yo YHPAVON TOLAAXLOTOV £VOG
€TOUC | KATAAANAN TeKUNplwévn enegepyacia pe Bepud aépa. O vwNOC PAOLOC umopel va TIPOKAAECEL EUETO Kall
Oonoopho0G. Agv yxpnaotponole{tal mpdoata CLAAEYUEVOC PAoLSC o0Te emvosiTal TéTola eneEepyaaia KATd TNV
KayovAomnoinan.

Formula basis: one capsule. For 100 capsules use 30 g of the specified starting material for the source
composition; do not change herbal mass to a target marker dose without a documented new formulation, and do
not add arbitrary overage. Environment 25+5 °C,RH=60%. Verify balance suitability, starting-material identity,
capsule count and actual fill volume. Weigh recovery after sieving/deagglomeration. The master manufacturing
record fixes shell supplier/type and blending method.

Use pharmaceutical frangula bark with supplier documentation of at least one-year ageing or suitable qualified
hot-air treatment. Fresh bark can cause vomiting and spasms. Do not use freshly collected bark or improvise this
processing during capsule preparation.

References: [11], [3], [5], [7]

Tekpnpiwon BUD / BUD rationale

H ouvykekplpévn POF &ivel dudpketa 3 npuepoAoyLakolG Pveg vmd BEATIOTN dlatripnon, k&dtw and 30 °C kat
npootaoia and pwc/uypacia. EMAEyeTAl avWTATO 6pLo avaPopdc 89 NUEPEC KAl MOTE PETA TN cuUNARPWon 3
NUEPOAOYLOKWY HUNVWY, Hévo éTav avamnapdyovtal N mpwtn VAN/obvOeon, To KEALEOG, N Sladikaacia, N KATAAANAN
ouoKkevaoia Kat ol EAeyyoL TNG MNYAC. ZTNV Mapoloa avalrtnon 8ev evTOMOTNKE SNUOCLELEVN EAETN
oTaBEPSHTNTAC IOV VA TEKUNPLWVEL EMTAEOV XPAVOo yia TNV akPLR TEAKA KAWouvAa Kal epLéKTN. H dldpkela avTh
elvatl viobétnon tou enionuou formulary, éxtL aveEdptnTn £pyactnplakr motonoinon. H teAkr nuepounvia
guvTtopeleTal and AREN MPWTWY LAWY, anotuxia QC, andkAlon anobrikevong f GAAa TEKPUNPLWPEVA dpLa. Agv
METPABNKE aw. EvaAAakTik) USP<795>: anattel tekunpiwon tng katnyopiag aw. To aw tng kKdywovAag dev
npoabloploTnke otnV napolvoa epyaacia. H avdykn yla &AAn obvBeoan/ovokevaoia anattel véa attioAdynon Kat,
Omov ypeldleTal, HEAETN BEKTWY/AMOSOUNUETWY, aMoagddpwaonG Kal UKPoBLOAOYIKAC MoldTNTAG. EKBOTIKNA
oOuBaon: Ta pnviaia épla TNG MNYAC MAPAPEVOLY NUEPOAOYLAKE: TO aPLOUNTLKO dplo HeTATPOTAC elval 28 NUEPEG
yla évav pAva f 89 yla Tpelg: TuXOv XWPLoTA eTAEYEVO BpaxOTEPO Oplo eEakoAoLOE( va vteployVeL. MpdkeLTal
yla auvtnpenTikA petatpont, éxt avtoAeEel dplo TG mnyrig.

This POF gives 3 calendar months under optimal preservation, below 30 °C and protected from light/moisture. The
selected reference ceiling is 89 days and never later than 3 calendar months, conditional on matching the starting
material/composition, shell, process, suitable packaging and source quality controls. No published stability study
was identified in this search supporting a longer period for the exact finished capsule/container. This is adoption
of an official formulary period, not independent laboratory certification. Shorten for ingredient expiry, failed QC,
storage excursions or other evidenced limits. No aw was measured. USP<795> alternative requires aw-category
justification. Capsule aw was not established in this work. A different composition/packaging requires fresh
justification and, where needed, marker/degradant, disintegration and microbial-quality studies. Editorial
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convention: calendar-month source periods are retained as calendar periods; the calendar-period conversion
ceiling is 28 days for one month or 89 days for three months; a separately selected shorter ceiling still governs. It
is a conservative conversion, not a source quotation.

References: [11], [3], [4], [9]

Mpoamaitovpeva / Prerequisites

H kKataxwplopévn obvBeon MEPLEXEL HOVO TN CLUYKEKPLHEVN QLTIKA KOVL Kal KEALPOG Kawak{ov. Agv pootiBeTal
Bdon CGR-ES-049 xwpi(¢ TeKUNplwéEvn avabewpnon tng ocbvBsonc. Epapudélovtatl To PN/L/FF/001/00, n
dladikaaoia Coylong kat, émov anatte{tal, kook{viopa/anoovoowpdTwon kat avdugn. H avagopd RFE agopd
QMOLTOOUEVN CUUHOPOWON PWTNG DANG Kal 6V LTOKAOLOTAE TO TILOTOTMOLNTLKS TNG MPAYUATLKAG MapTidag.

The listed formula contains only the specified herbal powder and capsule shell. Do not add CGR-ES-049 without a
documented formula revision. Apply PN/L/FF/001/00 and weighing, with sieving/deagglomeration and mixing
where necessary. A cited RFE monograph identifies required raw-material compliance; it does not replace the
actual batch certificate.

References: [11], [3], [5], [7]

EEomAlonog / Equipment

KatdAAnAog BaBuovounuévog Cuydc, OYKOUETPLKOG KOALWEPOG Yl Tov @atvéuevo dyko, kabBapd youdi/youvdoyxépt i
QVOMPLKTAPAG, oNdToLAN KOl KAWOoLALEPa oLUBATH HE Ta KEADPN. H POF avagépel kK6oklvo(355) A maAlvdpouikd
KooKwloTH. XpetdZovtal kataypaer Beppokpaciag/RH kat péoa yla eA€yxoug pdog, akepaldTNTAG Kal, GOHGWYA
ME To mpdypapua QC, anocgddpwaong Kat UKPoBLOAOYLIKAG moldTnTac.

Suitable calibrated balance, graduated cylinder for apparent volume, clean mortar/pestle or mixer, spatula and
capsule filler compatible with the shells. The POF specifies sieve(355) or an oscillating sieving device. Provide
temperature/RH recording and facilities for mass, integrity and, under the QC programme, disintegration and
microbial-quality testing.

References: [11], [3], [5]

M£00o60¢ mapaokevnc / Compounding method

1. EnaAnBebote TauTtdTNTO/MOLOTNTA TPWTNG UANG, KEADQN, LTOAOYLOMOUG Kol kaBaprh oteyvr mepLoxr.

2. Zvyilote 300 mg avd npoRAenéUEVO Kawdklo el Tov aptBud naptidag. KookvioTe/amooLOoWHATWAOTE OOV
anatte{tol Kot enaAnBebote TNV avdktnon pélag.

3. MeTproTe pavOuevo dyKo e TN Tunonotnuévn péBodo tng mnynG: KN xpnotwuomnoteite anAr eElowon 1 g=1 mL.
4. KataveUAoTe MOGOTIKA TNV KaBopLlapévn kOvL ota KEADQEN. To uéyebog elval oboTaon Kol EMPBERBALWVETAL UE
@awdevo Oyko/pala. Av dev emtuyydveTtal n Hadla avd KawdKLlo PeE amodeKTH) odolopop@ia, emaveEeTAOTE
pEYEBOG/OLadIkaoia xwplg adiAwTo €kdoyo.

5. AlaTnNPACTE TNV OMOLOYEVELD TNG KOVEWC KoL TtEpLoploTe TN dladoyn KaTd TNV MARpwon.

6. MANpwWOoTE, KAE(OTE KOl AMOPAKPUVETE AL TNV EEWTEPLKA KOVL LTIO EAEYYO OKOVNG.

7. EAéyETe anddoon, akepaldTNTA, opolopopia pdlac kat ta npoBAendueva npdaodeta QC. TVOKELAOTE Kal
onuévete pévo PETA TNV aELoAdYNOn Tov LTEDBLVYOL PAPPAKOTIOLOD.

1. Verify raw-material identity/quality, shells, calculations and a clean dry work area.

2. Weigh 300 mg per intended capsule multiplied by batch count. Sieve/deagglomerate where necessary and
verify recovered mass.

3. Measure apparent volume using the source standardised method; never assume 1 g=1 mL.

4. Quantitatively distribute the specified powder into shells. The recommended size must be verified against
apparent volume/mass. If the target mass cannot be filled uniformly, reassess size/process without an undeclared
excipient.

5. Maintain powder homogeneity and minimise segregation during filling.

6. Fill, close and gently remove exterior powder under dust control.

7. Check yield, integrity, mass uniformity and specified additional QC. Package and label only after the
responsible pharmacist reviews the batch.
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References: [11], [3], [5]

Napatnpnoelg / Observations

YToAoYLop6G ava@opds: moagdTnTa mopaywywyv avd kawdkto=300 mgxA/100, émov A g{vat TO TEKUNPLWHEVO
T0G00TO WG YAUKOPPAYKOLA{VN A otnv MpwTn OAN énw Cuyiletal. E&v To nuotomnownTtikd divel assay eni Enpdg
ovaolag, mponyel{tatl TEKUNPLWHUEVN LETATPOTH PE TNV KATAAANAN Bdon vypaciac/anwAslac Efpavong. To eAdyLoTo
Qapuakomnollakd assay 6ev e{val N mpaypaTtik T TS mopTtidag. O gapuakonoldc emAEyel aplOud oAGKANPWY
Kayak{wv Tov MoPEXEL TNV EAAXLOTN AMOTEAECUATLKNA EMLTPENOUEVN 6O0N- AV TO OLYKEKPLUEVO LEyEBOG LoyVoGg Bev
EMTPEMEL YauUNASdTEPN 8AON, XpeldleTal GAAN TeKUNPLWHEVN obvBean. Aev anobibetal véa otabepdTnTa and
aPLOUNTIKA KALHAKWOoN TapTidag.

Reference calculation: derivatives per capsule=300 mgxA/100, where A is the documented percentage as
glucofrangulin A in material as weighed. Convert a dry-basis assay using the appropriate documented
moisture/loss-on-drying basis before this calculation. A pharmacopoeial minimum assay is not the measured
batch value. The pharmacist selects a whole-capsule count giving the smallest effective permitted dose; if this
strength cannot provide a lower dose, another documented formulation is needed. Numerical batch scaling does
not establish new stability.

References: [11], [2], [4], [7]

MNeplékTNG KaL ovokevaoia / Container and packaging

H POF emitpénel blister j udAn pe nwpa. H emAoyn npénel va mpootatelel and gwe Kot bypaoia Kat va e{vat
OLMPBATH E TO CUYKEKPLUEVO KEALPOG- N TINYH Sev KaBop(Cel MOAVUEPEG, TOTO YuaALol A LALKS blister.
Kataypdgpovtal mpopnBeuThC, KWOLKAC Kal gpayudc ovokevaolag, akepatdTNTA KAELG{MATOC KOl aplOudC
Kayoki{wv. To EnpavTtiké 6ev MpooTiBeTal AVTONATWG, NS unopel va ennpedoel To KEALPOC: amatTe{Tal
TEKUNPLWHEVN oupBaTdTNTA.

The POF allows a blister or capped bottle. Select a pack protecting against light/moisture and compatible with the
specific shell; the source does not identify polymer, glass type or blister laminate. Record supplier, pack
code/barrier, closure integrity and capsule count. Do not automatically add desiccant, which may affect the shell;
document compatibility.

References: [11], [3], [4]

MowoTikO6¢ éAeyxocg / Quality control

Apxkd: TavtdTnTa TOoL Rhamnus frangula L. / Frangula alnus Mill., cortex, maotonownTikd mpodlaypaeng Kat
TMOCGOTLKAC MPOCBLOPLOUEG KATAAANAWY SPACTIKWY CUOTATIKWY/OELKTWY. H Mpwtn VAN a&loAoyelTal yla
MLKpOBLaKH eMLBAPLYON, HUKOTOE(VEC, PUTOPEPUOKA, OTOLXELAKEC TMPOOUE(EELC Kal voBela Bdael TNG Loybovoag
MPOdLayPa@AC KAt Kwdivou. TeAkd mpoidv: opyavoAnmTIKOG/oNTIKAC EAEYYOC, aKePALOTNTA KAELO(UATOG,
anédoon/KatapEéTPNon Kot opolopopeia pdfag katd tn pEBodo otnv onola napanéunst To PN(RFE 2.9.5). MNa
napaokevr mapTdwy To PN npocbétel anocdBpwon(RFE 2.9.1), uikpoBLloAoyikd éAeyyo(RFE 5.1.4) Kal €l61ko0g
eAéyxoug 6paoTikol. H opotopopgia pdlag dev anodsikviel and pévn tnG opolopopdia dpaoTikdTNTAG. MNa
eMéKTAON XPOVOUL AMALTOOVTAL KATAAANAEG PEBODBOL oL Slakpivouy amodéunaon, LEAETN TPAYUATIKOV TEPLEKTN KAL
attiodoynuéva épLa, 6yt uévo omTLkOG EAEYXOC.

Starting material: identify Rhamnus frangula L. / Frangula alnus Mill., cortex, verify specifications and
quantitatively determine relevant constituents/markers. Assess microbial burden, mycotoxins, pesticides,
elemental impurities and adulteration under the applicable specification and risk assessment. Finished product:
organoleptic/visual examination, closure integrity, yield/count and mass uniformity using the method referenced
by the source procedure(RFE 2.9.5). For batches, that procedure adds disintegration(RFE 2.9.1), microbial
quality(RFE 5.1.4) and active-specific controls. Mass uniformity alone does not demonstrate activity uniformity.
Extending the period requires suitable degradation-discriminating methods, actual-container studies and justified
limits, not visual inspection alone.

References: [11], [3], [4], [7]
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®0Aagn / Storage

Kdtw ané 30 °C, npooTaTteLUEVO aMd QWE KO LYPAO(X, OTNY EMAEYHEVN KAELOTH guokevaoia. Agv €xel
TEKUNPLWOE( YOEN/KATAYLEN WC EVOAAAKTLKH Yl aLTH TN ouvTayr. AlaTnpEolvTal KATaYPaPEC Bepuokpaciag Kat
dlepevvwvtat vmepBaoclc, vypaaoia | aAlolwon keADPoLG TPV amnd dudbeon. H nuepounvia xpriong vmoAoyifeTat
XWPLOTA Yyl TNV MpayHaTtiky naptida.

Below 30 °C, protected from light and moisture in the qualified closed pack. Refrigeration/freezing has not been
established as an alternative for this formula. Keep temperature records and investigate excursions, moisture or
shell changes before supply. Calculate the actual batch beyond-use date separately.

References: [11], [3], [4]

AwaOeon / Dispensing

Mpw amnd dudBeon empBeBatwvovtal TITAOG SPACTIKWY MAPAYWYWY, KATAAANAGTNTA TNG LoXVOG, nAkia,
KONon/BNAaoudG, EVTEPLKA CUUMTWHATA, EVLBATWON KAl oLyYXoPNYoLUEVa @dpuaka. KaTtdnoon Ue vepd. Agv
xopnyel{tat yla neplocdtepeg and 7 NuéPeG Kat 6gv avEdveTtal n 66on pe Bdon pévo Tov apLtdud Kayakiwv.
Alakormr Kal laTplkn ekTiunon o€ évtovo/enipovo névo, UETo, alpgoppayia, coBapr didppota, emdeivwan
anotuyia aedédevonc. EEnyeital 6TL 0 Ypdvoc eOAAENG ToL MpoidvTog dev elval dldpkela Bepaneiag.

Before supply verify derivative potency, suitability of strength, age, pregnancy/breastfeeding, bowel symptoms,
hydration and concomitant medicines. Swallow with water. Do not use beyond 7 days or increase dose by capsule
count alone. Stop and seek medical assessment for severe/persistent pain, vomiting, bleeding, severe diarrhoea,
worsening or failure to defecate. Explain that product storage period is not treatment duration.

References: [11], [2], [7]

EmioApavon / Labelling

Ynédetyua: «dAoldc ppdykovAac 300 mg - okAnpd Kawdkia - and tov otépatog. Mogdtnta:[...Jkaydkia. Odnyla
AYNC:[EYKEKPLUEVN YL TOV OUYKEKPLUEVO aoBevr| Kat T{TAo]. OxL g KONoN/ONAaoPOd | KATW Twy 12 £TWV.
Méylotn Sldpkela aywync 7 nuépec. Kdtw amd 30 °C, pakpld and ewc/vypaoia. Makpld and nadid. MNaptida:l...].
MNapaokevi:[...]. Xprion éwc:[...]. dapuakelo/oTolyela:[...]1». Avaypd@ovTal N CUYKEKPLUEVN GLTIKA MPWTN VAN, O
TMPAYUATIKOG T{TAOG dmov amattelTal Kot Ta SNAWTEX EKOOXO/KEALPOG. Ta MES{Q NUEPOUNVLWY Kal TapT(dag
TIOPAUEVOLY KEVE PEXPL TNV TIPAYUATLKH EKTEAEDN.

Sample:‘Frangula bark 300 mg - hard capsules-oral use. Quantity:[...]Jcapsules. Directions:[approved for the actual
patient and potency]. Do not use in pregnancy/breastfeeding or below 12 years. Maximum treatment duration 7
days. Store below 30 °C, protected from light/moisture. Keep out of reach of children. Batch:[...]. Prepared:|[...1.
Use by:[...]. Pharmacy/contact:[...].” State the specific herbal material, actual potency where required, and
declarable excipients/shell components. Dates and batch fields remain blank until actual manufacture.

References: [11], [2], [8]

v9 controls / v9 _controls

To apBunTikd 6plo oto apxeio elvat pévo 6pLo BLRALOYPAPLKAC ava@opdc Lo TIC £6LIKEC poDMoBEoeLg. Agv €xEL
oplotel BUD mpayuaTtikAg maptidag kat 6ev £xovv mapayOel petprioelg aw. H akplBric obvBeon, ta
TIPOATALTOVHEVA, O MEPLEKTNG, N GOAAEN Kal Ta ogTolyela EAEYXOL TIPEMEL VO EYKPLOOUY YLa TN CLUYKEKPLUEVN
epapuoyn. H évap&n touv vrmoAoylopol BUD eival n évapén tng napaokevic. EQapudletal To GUVTOUSTEPO
TEKUNPLWHEVO 6pLo, PE XWPLOTO EAEyYO BLApKELAC HETA TO Avolypa. Ta dpla USP elval Texviké mAaiolo Kat 6ev
nopovaldfovtatl WG EAANVLKN vouoBeaoia.

The numeric value is a literature reference ceiling subject to its specific conditions. No actual batch BUD has been
assigned and no aw measurements have been produced. The exact formula, prerequisites, container, storage and
quality evidence require approval for the actual application. The BUD clock starts when compounding begins. Use
the shortest applicable supported limit and assess in-use dating separately. USP categories are a technical
framework and are not presented as Greek legislation.
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AveEQPTNTN EAANVIKA/QYYALKA EMLOTNUOVIKE Tpooapuoyr mnywv AEMPS kat EMA ané to compounding.gr - ZTaovég Xp.ZIKaALAG. Agv
anoteAel enlonun petdgpaon i €ykplon Twv Popéwv. / Independent Greek/English scientific adaptation of AEMPS and EMA sources by
compounding.gr - Stasinos Chr.Sikalias; not an official translation or endorsement.

AVEEAPTNTN EAANVLKA/QYYALKE EMOTNHOVIKE Tipocappoyr mnywv AEMPS kat EMA ané to compounding.gr - ZTaowég Xp.ZIKaAldg. Agv
anoTteAel enlonun petdepaon f éykplon Twv gopéwv. / Independent Greek/English scientific adaptation of AEMPS and EMA sources by
compounding.gr - Stasinos Chr.Sikalias; not an official translation or endorsement.

Mnyéc kaiL mapanopunég / Sources and references

[1] AEMPS - Formulario Nacional - CORTEZA DE FRANGULA, CAPSULAS DURAS DE

FN/2003/POF/003; standalone PDF in current official catalogue; NIPO 134-20-002-3 / 090-22-245-5 | PDF p.2, §§3-7; subsequent precautions
and patient leaflet | Exact capsule composition, process, packaging, storage and source period; historical clinical instructions reassessed
against HMPC | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/fitoterapia/preparados-oficinales/fn_2003_pof_003.pdf
[2] EMA/HMPC - Rhamnus frangula L. / Frangula alnus Mill., cortex

EMA/HMPC/726261/2016; final revision 1, 25 September 2019 | §82-4; §5.3 | Adopted clinical and safety assessment; only the herbal
preparation and route specified in that document | 2026-10-13

https://www.ema.europa.eu/en/documents/herbal-monograph/european-union-herbal-monograph-rhamnus-frangula-l-cortex-revision-1_en.pd
f

[3] AEMPS - Elaboracién de cépsulas duras

PN/L/FF/001/00; current official standalone PDF | PDF pp.3-5, §§4.2-4.6 | Preparation environment, volume-based capsule selection,
encapsulation and source QC requirements | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-de-elaboracion-de-formas-farmaceuti
cas/pn_|_ff_001_00.pdf

[4] EMA - Guideline on quality of herbal medicinal products/traditional herbal medicinal products

EMA/HMPC/CHMP/CVMP/201116/2005 Rev.3; final 18 January 2022 | §§3,5,7,8; PDF pp.5-15 | Herbal-material identity, standardisation,
contaminants, finished-product controls and stability principles; not a numerical BUD study for this capsule | 2026-10-13

https://www.ema.europa.eu/en/documents/scientific-guideline/final-guideline-quality-herbal-medicinal-productstraditional-herbal-medicinal-pr
oducts-revision-3_en.pdf

[5] AEMPS - Mezclado de polvos

PN/L/OF/002/00; current official standalone PDF | PDF pp.3-5, §§4.2-4.4 | Powder mixing, dilution sequence, cross-contamination controls and
drying after cleaning | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-de-operaciones-farmaceuticas/pn_|_o
f_002_00.pdf

[6] AEMPS - Indumentaria

PN/L/PG/002/00; current official standalone PDF | PDF p.3, §4 | Clothing, gloves and eye/respiratory protection during powder handling |
2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-generales/pn_|_pg_002_00.pdf
[7]1 AEMPS - Herbal starting material Rhamnus frangula L. / Frangula alnus Mill., cortex

FN/2003/PAF/004 | PDF p.2, §83-5; §10 | Starting-material definition, source assay basis and handling; historical clinical paragraphs are not
used in preference to newer HMPC safety assessment | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/fitoterapia/principios-activos/fn_2003_paf_004.pdf
[8] AEMPS - Etiquetado

PN/L/PG/008/00; current official standalone PDF | PDF pp.3-4, 84 | Label identifiers and patient instructions; Spanish procedural model adapted
independently | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-generales/pn_|_pg_008_00.pdf
[9] USP compounding update - public NABP webinar handout

14 September 2023; presentation by USP experts | PDF pp.10-11, slides 19-22 | Public explanation of aw-dependent BUD categories; not the
full licensed chapter, not a Greek legal requirement and not stability evidence for this capsule | 2026-10-13

https://nabp.pharmacy/wp-content/uploads/2023/09/USP-Compounding-Webinar-Handout-September-14-2023.pdf
[10] USP - General Chapter <795> Frequently Asked Questions

November 1, 2023 FAQ; rechecked 14 October 2026 | Questions 52, 54-56, 61, 64-66 | General category/extension rules only; not
exact-product stability evidence. | 2026-10-14

https://pages.usp.org/rs/711-SXF-172/images/HQS%20-%20USP%20GC%20795%20FAQs.pdf?version=0
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