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TuommomolNMévo ENPo eKXVALOHA @AOLOD @PAYKOLAAG 50
mg - OKANPAa KayakLa

Standardised frangula bark dry extract 50 mg - hard
capsules

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

MpoéAsvon kKatL 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 avadnuoaoievon tou
npwTtoTiNoL TG NMNYNG. MNpdoPfacn oto MAAPEG MPWTOTLTO Y{vETAL OTOV EMONUO EKOATN, PE TNV AMALTOOUEVN
4beta fj ouvdpopr. Agv BNAWVETAL 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 kaydklo / Per 1 capsule

ZuoTaTiKO / Ingredient Mooodtnta / Quantity

Tunomnotnpuévo Enpod ekxOALOHA AOLOD PPAEYKOLAAG 50 mg
Standardised frangula bark dry extract

EkGoyo ap.1l kayakiwv FN/2003/EX/013 g.s. to fill one capsule
Capsule diluent no.1 FN/2003/EX/013

KEALPOG OkANPOL Kayakiov 1 capsule
Hard capsule shell

Mpoamaitovpeva / Prerequisites
CGR-ES-049 Capsule diluent 1 EX013

MepLypa@n okevdopatog / Preparation description

2kANPS Kawdklo yia and Tov aTépaTog xoprynon He 50 mg tng kaBoplopévng UTIKAG MPWTNG VANG. H mnyn
ovoTtvel Péyebog 2, pe emPBeRaiwaon xwWPNTIKOTNTAG YLO TNV TMPAYHATIKA TukvdTNTA TNG NapTidag. H PAF/005
MEPLYPAQEL AETITH KLTPLVOKAOTOVN KOVL ENPoD eKXVAIOHATOC HE 15,0-30,0% YAUKOQPAYKOUAIVEC WG
YAUKOQPayKoLAivn A entl Enpol ekYLAIOHATOC Kal andkALon MPoadloplanol éwe £10% tng dSNAwUEVNG TLUAC.
Kataypdeovtal To mpaypatikd assay, n Bdon vypaoiag, To DER, o 8taAdTNG ekXOALONG Kol oL opel(G Tov
EUMOPLKOD eKYLAlOHaTOG: 6EV emvoolvTal and To évoua tng 6pdyng.

Hard capsule for oral use containing 50 mg of the specified herbal starting material. The source recommends size
2, with capacity verified against the actual batch bulk density. PAF/005 describes a fine yellowish-brown dry
extract powder with 15.0-30.0% glucofrangulins as glucofrangulin A on the dried-extract basis, and an assay
within £10% of the declared value. Record actual assay, moisture basis, DER, extraction solvent and carriers in
the supplied extract; these cannot be inferred from the botanical name.

References: [11], [3], [7]
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Apaon kai xpAon / Action and use

AleyepTikd LTIAKTLKS Yl Bpaxela AvVTILETWTILON TEPLOTAOLAKAG SuoKolAldTNTOG. H HMPC mpoBAénetl Tnv eAdxLloTn
AMOTEAETUATIKA €QAnag Bpadivr 86on, evtdc 10-30 mg LEPOELAVOPAKEVIKWIV TMAPAYWYWY WC YAUKOQPAYKOLA{VN
A, o€ eVAALKEG Kal €priBouC Gvw Twv 12 €TWV: oL MepLaadTepo amnd pia eBdoudda, ouvriBWC apkolLY 2-3 AAYELC
otn 6udpkela aLTAG. H pdla 50 mg agopd to Tunonolnuévo ekxVALoPa tnG RFE 1214, éxt1 50 mg
YAUKOQPayKOLAIVNG. Ala@opeTiKd assay Héoa O0TO EMTPENOPEVO E0POC B{vouy dlaopeTIkA HPACTIKOTNTA avd
Kowdkio. H petatpornr oe doooAoyla amnattel EAeyx0 TOU TLOTOMOLNTIKOD TNG OLYKEKPLUEVNG aPTdaG. Agv
xpnotdonote(tat wg aywyr xpoéviag duokolAldTNTOG 1 MposTolpaaiag evtépou XwpPlg L61kS 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
years; no more than one week, usually only 2-3 doses during that week. The 50 mg mass denotes the
standardised RFE 1214 extract, not 50 mg glucofrangulin. Different assays within the permitted range give
different activity per capsule. Dose conversion requires review of the actual batch certificate. This is not a
protocol for chronic constipation or bowel preparation.

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

Mpobiaypagéc / Specifications

dappaKkeLTKA MPWTN OAN Tov MANpol Tn oxeTkr Woyvovoa npodlaypaer RFE/Ph.Eur. 1214, pe tekunplwon
TauTéOTNTAC KOl MapTidag. Ol aplBunTkéG neplypagéc TnG PAF amoteAolv otolxela TnG avaktndeloac nmnyng, Ot
8AAwan eAéyyou TG Tpéyxovaac adelodotnuévng dapuakomotiag. KAeloTd, aképata Kapdkia, xwpeic emeavelakn
KévL, ouoowudtwon 1 6lappor]. H POF 6gv oplCel xpwipa TeEALKOD KEADQOULG, aptBUNTIKS pH i aw. KataptiCovtatl
KpLtTApLa anodoxAg TauTOTNTAG, MEPLEKTLKOTNTAG/OELKTWY, OUOLOOPPNG KAl LKPOBLOAOYLKAG TMOLOTNTAG TIPLY
and TNV eKTEAEDN.

Pharmaceutical material meeting the applicable current RFE/Ph.Eur. specification 1214, 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 OAN QUAGCCOVTAL POCTATEVHEVEG amnd TO WG. EmAEyeTal cuokevaoia ue
TEKUNPLWHPEVN pwTompooTtacia A KATAAANAO eEwTePLKS KouT(. Agv amnodi{betal CUYKEKPLUEVOC PLOUOC
ewTodldonaong xwplc peAéTn TnG apTidac.

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 kalL o&eidbwon / Air and oxidation

Alatnpolbvtat KAELoTd Ta doxela katd tn ¢Uylon Kot peTd tn SetypatoAnyia. H mnyr dev amnattel dfwto A
QVTLOEELBWTIKS KOl BEV TEKUNPLWVEL aveEGPTNTO dpLo €kBeang aTov aépa. H HETABOAR 0OUAG 1 XPWHATOG
dlepevvaTal pall pe MEPLEKTIKOTNTA KL XPWHATOYPAPLKS MPOPIA, OXL WG HEUOVWHEVO 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: [11], [4], [7]
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Nepo kat SuaAvtoTnTa / Water and solubility

Agv npooTtiBeTaL vEPS 0TN 0OVOEDN. To LALKS MO PAEVEL KOVLC KOl BEV PETATPEMETAL O OO0 gvalwpnua. O
€EOMALONOC eTA amd vypd KaBapLopd MPENeL va £xEL OTEYVWOEL MARPWC TPV EABEL O€ MA@ ME TN QUTLKK KOVL A
T0 KEALQOC. Tux6v Dypavan/Glappor anattel aEloAdynon tng napTidac.

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]

Yypaoia / Humidity

MeptBAAAOY OPAOKELAG: OXETIKA bypaaia 40-50%. H OAagn anattel mpootacia and vypaoia. EAéyyovtal
OLOOWHETWAON TNG KOVEWG, EVBPAVOTOTNTA/HAAGKWHA KEADPOULG Kat anddoon epayuold ThG cvokevaoiag. H
oXeTIKA vypaoia XWPEOoL KAl N AMWAELX KATA TNV §Apavan dev elval petprioelg evepydtnTag vePod TNG TEALKAG
K&youvAag.

Manufacturing relative humidity: 40-50%. 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) otoug 25+5 °C gOpewva Pe To YeEVIKO PN kayakiwv, ge TAPNON TuXOV avoTnNPATEPNC TPOdLaYPaPrG
mPWTNG OANG/KEADPOLG. H mnyr opiCel pOAaEN KATw amd 30 °C. H kdyovAa nopaokeLdleTal XwPIG BePULKA
katepyaoio- dev vrokabiotatal o €Aeyxog pikpoBiwv pe B€puavon Tng 6pdyng.

Prepare at 255 °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: [1], [3], [4]

pH kaiL cupBatoTnta / pH and compatibility

Agv opiCetal pH yla To §npd TeAkd okebaopa Kot dev MpoBAEneTal PUBULOTIKG dLdAvua. Edv avantuyBel uéBodog
pH vBATIKAG dlaomopdc yia éAeyxo mMPWTNS DANG, SNAWvovTal avaioyia, dSLaAdTNG Kot HEBOBOG: TO AMOTEAECUA
bev Bewpeltal pH tng KdyovAac. O pH-€E0PTWHEVOC XPWHATIONOC 00PWVY TIOL MEPLYPAPETAL Yo avBpavoeldr Hev
anoteAel KpLttiplo pH fj otabepdTnNTAC 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: [11], [2], [4]

Ewdika otolxeia cvotaTtikwv / Ingredient-specific information

H PAF/005 neptypd@el Aemtr KLTplvokdotavn Kévl Enpol ekyvAiopatog pe 15,0-30,0% YAUKOQPAYKOULAIVEG WG
YAUKOoQ@payKovAivn A enl Enpol ekyLAlOUATOC Katl andékALan MPoadlopltopol éwg £10% tNS SNAWUEYNG TIMAGC.
Kataypdgovtal To mpayuaTikd assay, n Bdon vypaoiag, To DER, 0 SLaAbTNG ekyOALONC Kal oL popel(c Tou
EUMOPLKOD eKXLAlOHaTOG: 6EV emvoovvTal amnd To évoua NG dpdync. H pdla 50 mg agpopd TO TUTIOTIOLNEVO
ekxOALopa TNG RFE 1214, éxt 50 mg yAuko@payKkovAivng. Ala@opeTikd assay péoa oTo emtpendpevo e0pog 6{vouv
dlapopeTikr dpaoTikdTnTa avd Kawdklo. H petatpornr oe dogoAoyia anattel EAeyy0 TOL MOTOMOLNTIKOD TNG
OULYKEKPLUEVNG TapTBag.

PAF/005 describes a fine yellowish-brown dry extract powder with 15.0-30.0% glucofrangulins as glucofrangulin A
on the dried-extract basis, and an assay within £10% of the declared value. Record actual assay, moisture basis,
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DER, extraction solvent and carriers in the supplied extract; these cannot be inferred from the botanical name.
The 50 mg mass denotes the standardised RFE 1214 extract, not 50 mg glucofrangulin. Different assays within
the permitted range give different activity per capsule. Dose conversion requires review of the actual batch
certificate.

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

AAAec aAAnAemidpaoelg / Other interactions

H vnokaAtatui{a and katdypnon LMAKTIKWY Unopel va eviayxboeL TN dpdon Kapdlakwy YALKOGLBWY Kal va
EMNPEATEL AVTLAPPUOULKE. ALoLPNTLIKA, KOPTIKOOTEPOELOA Kal YAUKOPPLa UMOPOUY val ETILOELVWIOOLY OMWAELEG
kaAlov. Anatte{tal latpikf ektipnon ovyxopiynong pe edpuaka mouv napate{vouv QT. MpdKeLTal yia KAWLKEG
OAANAETILOPAOELG, OXL YA amobedelypévn XNUIKH aoLpBaTéTNTA Héoa aTNY KAWouAa. Agv ouVBLATETAL EUMELPLKA
ME AAAEC avBpavoeldelc bpdyeg.

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 kKivdéovovu / Risk assessment

Koptlot kivduvol: abyyxvon 6pdyng/ekxuAiopatog, AavBaouévn Bdon assay, vnepBoAlkr nuepriola moogdtTnTa
TOPAYWYWY WG YAUKOPPAYKOULA{YN A, avopoloyévela MARPWONG Kal PikpofLakol/xnuikol pomoL UTIKAG MPWTNG
OANG. AntokAglovtal kOnon, BNAaoudg, nAtkia KETw TWY 12 £TWY, evtepLkr anéppagn/oTévwon/atovia,
OKWANKOELD(TIOA, PAEYHOVWONG vEOOC eVvTEPOL, aveERYNTO KOWAlakd dAyocg kal coBapr apuddtwan. H vepplki
vOéo0oG Kat guyxopriynon mou ennpedlel kdAto avEdvouy tnv avdykn KAWLKAG ekTiunong. H HMPC avagépel
TIPOKALVIKE EVPAMATH YOVOTOELKOTNTAC OPLOUEVWY avBpavoeldwy- v pokUTTEL and avtd avBaipetn Tagwdunon
6A0U TOU GUTLKOV LALKOD WG OLYKEKPLUEVOL eMayyEAPATIKOD HD. Tekunplwvovtal £kBeon og kdvL, anoeuyn
eMUSALYONG Kal EAEYXOC TOU CLUYKEKPLUEVOL BeATIOL aoPdAELaGC.

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.

References: [2], [4], [5], [6]

Mpootacia epyalopévwy / Staff protection

Katd tn COylon, kook{viopa, avautén Kat anopdkpuvon eM@aveLOKAG KOVEWCS XPNOLUOTIOLOOVTOL KAELOTOC A
TIEPLOPLOUEVOC XELPLOUOG HE KATEAAANAO ToTkS €AeyX0 OKOVNG, TOBLA HE HaviKLa, KAALYN MAAALWY, YAVTLO KOL
npootaoia oBaApwv/avanvoric Baaost ektiunong ékBeanc. To PN Tntd pdoka Kot YOaAld OTIC EpyaoieG oL
napdyouv KévL. Aev opiCetal avBaipeta TOMOG avanvevaThpa i 6plo €kBeong xwpelc to mpayuatiké SDS. H
nieployn Kot o eEonALOUAG KaBapi{Covtal HETAED SLAPOPETIKWY PLTIKWY MPWTWY LAWY, HE emBeRaiwaon MApoug
Enpavong.

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]
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ZuvOnkec mapaockevng / Compounding conditions

H @bppovAa elvat avd 1 kawdkio. MNa 100 kaydkla anattovvtal 5 g TnG KabBoplopévng mpwtng OANG yla Th
obvBeon tng mNync: N H&la 6pdync dev peTaBAAAETAL Yia emi{TeLEN AAANC 66onc 6elkTn XxWpPIC TEKUNPLWPEVN VEa
obvBean Kat 6ev mpooTiBeTal avBaipeTo NAedvaoua. MeptBdAiov 25+5 °C, RH 40-50%. EmBeBatwvovtal uydc
KaTAAANAOC yla TI¢ pdleg, TavTonolinon mMPWTWY LAWY, aplBudc Kawak{wy Kal MPayUaTikog 0yKog MARpwaongG.
Zuy{CeTal n avdKTnon PETA TO Kooki{viopa/anoovoowudTwon. H ékdoon mapaokeviG Kpatd otabepd
npopnBevTH/TOMO KEADQOUG Kal EBOBO avauLEng.

Formula basis: one capsule. For 100 capsules use 5 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 40-50%. 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.

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

Tekpnpiwon BUD / BUD rationale

H ouvykekplpévn POF divel Sldpkela 6 eBdouddeg (42 nuépecg) umd BEATIOTN Slathpnon, K&Ttw amd 30 °C kat
npootaoia and ewc/uypacia. EMAEYETAL AVWTATO 6pLo avaPopds 42 NUEPEG, HOVO GTAV avamapdyovTal N TEWTN
OAN/obvBeon, To KEALPOG, N Bladikaoia, N KATEAANAN cuokevaaia Kat oL EAeyyoL TNG MNyrG. TNy napoloa
avalrtnon dev evtomnioTnke dNUOCLeLUEVN LEAETN OTABEPATNTOG TIOL VO TEKUNPLWVEL ETILMAEOV XPOVO YL TNV
akpLBr TeEAKA KdwovAa Kat meptéktn. H dldpkela avth elvatl vloBétnaon tou enionuov formulary, éxL aveEdptntn
epyaotnplakn motonoinon. H TeAkr nuepopnvia cuvtopedeTal and ANEN MPWTWY LAWY, anotuyia QC, andkAlon
anoBrkevong f dAAa TeKMNPLWHEV Opla. Agv HeTpriOnke aw. EvaAAakTik) USP<795>: amnattel tekunplwaon tng
Katnyopl{ag aw. To aw TNG K&WovAag 6ev nmpoadloplotnke oTnv apoloa epyacia. H avdykn yla GAAN
obvBeon/ovokevaoia amattel véa attloAdynaon Kat, 6mouv xpelddetal, HEAETN BELKTWV/ATOSOUNUATWY,
anoodBpwaong Kat UKPOBLOAOYLKAG MoLdTNTAG.

This POF gives 6 weeks (42 days) under optimal preservation, below 30 °C and protected from light/moisture. The
selected reference ceiling is 42 days, 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.

References: [1], [3], [4], [10]

Mpoamaitovpeva / Prerequisites

Anawteital n akplBrg Bdon FN/2003/EX/013, kataywplon CGR-ES-049: uikpokpuaoTaAAtkr kuttapivn 98,05 g kat
KOAAOELBEC Avudpo BloEeldlo mupttiov 1,95 g avd 100 g. H mogdtnta g.s. mpoodlop{letal and Tov MpayuaTIko
OYyKOo A PWONG KoL HETATPEMETAL OE KaTayeypaupévn Cuyllopevn wala. Aev avtikabiotatal olwnnpd and
AOKTOCN, &uuAo i &AAN Bdon. Eeapudlovtal ta PN/L/FF/001/00, PN/L/OF/002/00 Kot n KATEAAANAN
QMOOLOCWHATWON/TOYLON.

Use exact FN/2003/EX/013, register CGR-ES-049: microcrystalline cellulose 98.05 g plus colloidal anhydrous silica
1.95 g per 100 g. Determine the g.s. amount from actual fill volume and record its weighed mass. Do not silently
substitute lactose, starch or another diluent. Apply PN/L/FF/001/00, PN/L/OF/002/00 and the applicable
deagglomeration/weighing procedures.

References: [11], [3], [5], [9]
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EEomAlopoGg / Equipment

KaTtdAANnAog Badpovounuévog Cuydcg, oyKoOUETPLKAOC KOALWEPOG yia Tov @atvdpevo dyko, kabapd youdi/yovboyxépL A
QVAULKTAPAC, OMATOLAQ KL KAWOLALEPA CLUBATH HE Ta KEADQN. Mo Ta CLUOCWHATWHATA PapudleTal
TEKUNPLWHEVN AMOOLOCWHATWON XWPI{C avBaipetn Bépuavan. Xpetdlovtal Kataypaer Bspuokpaaiac/RH Kat
pHéoa yla eAEyX0OUG HATaC, aKEPALOTNTOC KAL, COUPWVA PE To MPdYpaupa QC, amoodBpwong Kat UIKPoBLOAOYLKAG
noweTNTOG.

Suitable calibrated balance, graduated cylinder for apparent volume, clean mortar/pestle or mixer, spatula and
capsule filler compatible with the shells. Use documented deagglomeration for lumps without improvised heating.
Provide temperature/RH recording and facilities for mass, integrity and, under the QC programme, disintegration
and microbial-quality testing.

References: [1], [3], [5]

M£0ob60¢ mapaokevng / Compounding method

1. EnaAnBebote TavtdTNTO/MOLOTNTA MPWTNG UANG, KEADQN, LMTOAOYLOUOUC KOl KaBapr aTeyvr nepLloxh.

2. Zuyiote 50 mg avd npoBAenduevo kaydkio eni Tov aplOud moptidag. KookvioTe/amooLGoWHATWAOTE OTOL
anatteltal kKat enaAndedote TNV avdktnon palac.

3. MeTtproTte pavéuevo dyKo Pe TNV Tumonolnuévn HéEBodo tnG mNyAG: KN xpnotpomnoteite anAf eElowon 1 g=1 mL.
4. YnoAoy{ote TOv anattoOEVO OLVOALKS GYKO KEALPWV KAl GUUTMANPWOTE TN dlagopd pe Tnv EX/013, apold
AMOoLOCWHATWOE(. Kataypdyte npayuaTiki ndla ekddyov.

5. Avou(ETe PéXPL TEKUNPLWEVN opoloyévela: n POF avagépel 15-30 Aentd avdAoya pe TN moodtnTa. Mo Pikpn
avaAoyia 6paoTtikol epapudote otadlakn apaiwon, xwpeic mPoadrikn Un avaypa@OUEVOL XPWAOTIKOD.

6. MANpwoTeE, KAeloTe Kal amopakpOveTe Ama TNV eEWTeEPLK KOVL LTIO €Aeyx0 okdvNG.

7. EAéyETe anddoon, akepatdTnTa, opolopopeia pdlac Kat ta npoBAendueva npdcbeta QC. TVOKELAOTE Kal
onuaveTe pévo PeTd TNV agLloAdynon Tou brmelBUVYOL PAPUAKOTIOLOD.

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

2. Weigh 50 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. Calculate total shell fill volume and make up the difference using deagglomerated EX/013; record actual diluent
mass.

5. Mix to demonstrated homogeneity; the POF gives 15-30 minutes according to quantity. Use staged dilution for
a low active proportion without adding an unlisted colour marker.

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.

References: [11], [3], [5], [9]

Napatnpnioclg / Observations

YTMOAOYLOUOG ava@opdG: moodTNTA MAPAYWYWY avd kKaywdklo=50 mgxA/100, émouv A €{val TO TEKUNPLWUEVO
TM0000TO WG YAUKOPPayKoLA{vn A otnv nmpwtn VAN énwc CuyiCetal. EQv To motonownTikd 6ivel assay enl Enpdg
ovalag, mponyel{tatl TeEKUNPLWUEVN PETATPOM HE TNV KATAAANAN Bdon vypaciag/anwAslag Eipavong. To eAdxLoTo
Qapuakomnolakéd assay 6ev elval N mpaypatik T TS nmopTtidac. O gapuakonoldg emAEyeL aplOud oAGKANPWY
Kayok{wv mov mapéyel TNV EAGYLOTN AMOTEAECUATIKY EMLTPENOUEVN BAON: AV TO OLUYKEKPLUEVO UEYEBOC LoYDOG Bev
eMLTPENEL XauNASTEPN 60N, xpeldleTal GAAN TeKUNPLWEVN obvBean. Agv anodibetal véa otabepdtnTa and
apLOUNTKA KAMdKwon nopTidac.

Reference calculation: derivatives per capsule=50 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
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not establish new stability.

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

MepLékTnG KalL cvokevaoia / Container and packaging

H POF enutpénel blister i LdAn pe nwpa. H emAoyr npénel va npootatedel and gwc Kat bypaacia Kat va elvat
OLPBOTA HE TO OLYKEKPLUEVO KEALPOC: N MNyr 6ev kKaBop(Tel MOALHEPEG, TOMO YLaALoD 1 LALKS blister.
Kataypdgovtal mpounbeuTAG, KWOLKOC Kot ppayudc cvokevaaoiog, akepaldTnTa KAELO(HATOG Kal aptBudg
Kayaki{wv. To Enpavtikd 6ev MPooTBeTAL ALTOPATWG, ENELOH Unopel va emnpedoel To KEALPOG: amatTe(Tal
TEKUNPLWHEVN ouuBaTdTNTA.

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]

MoloTikO¢ éAeyxocG / Quality control

Apxkd: TavtdéTnTa Tov Rhamnus frangula L., cortex; Frangulae corticis extractum siccum normatum,
TILOTOTIOLNTLKO TIPOBLaYPAPAC KL TTOCGOTIKAOC TPOGOLOPLOPOG KATAAANAWY SPACTIKWY CLUOTATIKWY/OELKTWY. H
npwTn 0AN afloAoyeitat yia HikpofLakr empBdpuvon, HUKOTOEIVES, PUTOPAPUAKA, OTOLXELAKEG TTPOOUE(EELG Kal
voBeia Bdoel TG Loxbovoag Mpodlaypaehg Kat Klwdovou. TEAKS TPoidv: 0pyavoANmTIKAG/OMTIKOG EAEYXOG,
akepatdTnTa KAELo{paTog, andédoon/Katapétpnon Kat opotopoppia palag Katd tn péBodo atnv onola mapaméunet
To PN(RFE 2.9.5). lNna nmopaokeur noptidwv to PN npoabétel anmoodB®pwon(RFE 2.9.1), uikpoBLoroyikd éAeyxo(RFE
5.1.4) kat €161ko0C eAéyyoug dpaoaTikoD. H opotopoppia palag v anodetkviel and pévn tng opotopopeia
dpaotikéTnTAC. MO €ENMEKTOON XPOVOL AMALTOOVTAL KATAAANAEG HEBODBOL Tov Slakpivouy amoddunon, HEAETN
TPAYUOTLKOD TEPLEKTN KaL aLTloAoynuéva 6pLa, dxL uévo onTikdg €Aeyx0G.

Starting material: identify Rhamnus frangula L., cortex; Frangulae corticis extractum siccum normatum, 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]

®0Aagn / Storage

Kétw ané 30 °C, npootatevpuévo and pwg Kot bypaaia, otnv emAeyuévn KAELOTH ouokevaaia. Agv €xeL
TEKUNPLWOE( YOEN/KATAYLEN WC EVOAAOKTLKH YL aLTH TN ouvTayr. AlaTnpEolvTal KATAYPAPEC Beppokpaciag Kat
dlepevvwvtat vmepBaoclc, vypaaoia f aAlolwon keADPoLG TP and ditdbeon. H nuepounvia xpriong vmoAoy(Cetat
XWPLOTA yla TNV MpayPaTikn 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]
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A1aOeon / Dispensing

Mpw amné 61d6eon emPBeBatwvovTal TITAOC SPATTLKWY MAPAYWYWY, KATAAANASTNTA TNG LoXVOG, NALKia,
KONon/BNAaoudG, EVTEPLKA GUUMTWHATA, EVLBATWON KAl oLYYXOoPNYOLUEVA @dpuaka. KaTtdnoon ue vepd. Aev
xopnyeltat yla neplocdtepeg and 7 NuéPeG Kat 6gv avEdveTtat n 66on pe Baon pévo Tov apLtdud KayaKkiwv.
Alokomn Kot LaTPLKA ekTiunon og évtovo/enipovo noévo, €ueTo, atpgoppayia, coBapr didppola, emdeivwon A
anotuyia apddevong. EEnyeital 6Tl 0 Ypdvog 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: [1], [2], [7]

EmioApavon / Labelling

Ynébelyua: «Tunonotnuévo ENpod ekYVALOHA AOLOD PpAayKoLAAC 50 mg - okANpPd Kaydkia - and Tov oTOUATOC.
Noogdtnta:[...Jkaydkia. Odnyla ARYNG:[EyKEKPLUEVN YL TOV OLYKEKPLUEVO aaBevr kal T{TtAo]. OxL o€
KONon/BnAaoud f KATw Twy 12 €Twv. Mé€ylotn dldpkela aywyng 7 nuépeg. Katw and 30 °C, pakpld and
owc/uypaaoia. Makpld and natdid. Naptida:[...]1. Mapaokevr:[...]. Xprion éwg:[...]. dapuakelo/otolyeia:[...]».
Avaypd@ovTaL N CUYKEKPLUEVN QUTLKH TPWTN OAN, 0 MPayUaTIkéG T{TAoG émou anatte{tal kat To SNAWTEQ
€kdoyxa/kéEALQOC. Ta mMedla NUEPOUNVLWY KOl TAPTIBAC TMUPAUEVOLY KEVA PEXPL TNV MPAYUATLKY EKTEAEDN.

Sample:‘Standardised frangula bark dry extract 50 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:[...]. 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 épLo oto apyeio eivat pévo épLo BLBALOYPAPIKAG avapopds uttd TLG £LOLKEG TIPoDTOBETELG. AEv €XEL
optotel BUD mpaypaTikig mopTtidac kat 6ev éxouv napaxdel petprioelc aw. H akplBrig obvbeaon, ta
TPOAMALTOOUEVQ, O MEPLEKTNG, N QUAAEN Kol Ta aTolxela eAéyyou TPETEL val EYKPLOODY YL TH OUYKEKPLUEVN
epapuoyn. H évap&n touv vrmoAoylopol BUD eival n évapEn tng napaokevnic. Eeapudletal To GLVTOUSTEPO
TEKUNPLWHEVO OpLo, HE XWPLOTO EAEYXO BLdpKeELOG HETA TO dvolyua. Ta dplta USP g{val texvikd mAaiolo kot dev
napovoldfovtal WG eAANVIKHA voupobeaoia.

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.

AVEEAPTNTN EAANVLKA/AYYALKH EMOTNUOVIKE Tpooappoyr mnywv AEMPS kat EMA and to compounding.gr - ZTaowog Xp.ZIKaAdG. Agv

anoteAel enlonun petdopaon A €ykplon Twv eopéwv. / Independent Greek/English scientific adaptation of AEMPS and EMA sources by
compounding.gr - Stasinos Chr.Sikalias; not an official translation or endorsement.

AveEApPTNTN EAANVLKA/AYYALKH EMOTNUOVIKE Tpocappoyr mnywv AEMPS kat EMA amnd to compounding.gr - ZTaowwég Xp.ZIKaAldg. Agv
anoteAel enlonun petdgpaon f €ykplon 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 koL mapanopunég / Sources and references

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

FN/2003/POF/005; 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
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https://www.aemps.gob.es/formulario-nacional/fitoterapia/preparados-oficinales/fn_2003_pof_005.pdf
[2] EMA/HMPC - Rhamnus frangula L., cortex; Frangulae corticis extractum siccum normatum

EMA/HMPC/726261/2016; final revision 1, 25 September 2019 | §§2-4; §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

[31 AEMPS - Elaboraciéon de capsulas 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_l_pg_002_00.pdf
[7]1 AEMPS - Herbal starting material Rhamnus frangula L., cortex; Frangulae corticis extractum siccum normatum

FN/2003/PAF/005 | PDF p.2, §§3-5; §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_005.pdf
[8] AEMPS - Etiquetado

PN/L/PG/008/00; current official standalone PDF | PDF pp.3-4, §4 | 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]1 AEMPS - Excipiente n.21 para capsulas

FN/2003/EX/013 | PDF p.2, §§3-7 | Microcrystalline cellulose 98.05% +colloidal anhydrous silica 1.95% powder blend; exact dependency
CGR-ES-049 | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/monografias/materias-primas/excipientes/fn_2003_ex_013.pdf
[10] 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
[11] 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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