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Manufacture of Herbal Medicinal Products

EMEEERONE

PRINCIPLE

[l

Because of their often complex and variable nature,
control of starting materials, storage and processing
assume particular importance in the manufacture of
herbal medicinal products.

WL, Z24OBA. HHTEHTHLL5ELS
Ao, HERHOSE, RS, NIiT. Ehit
EEROSEICBOTHCEETHS,

The “starting material” in the manufacture of an
herbal medicinal producti can be a medicinal plant,

an herbal substance’ or an herbal preparationt. The
herbal substance should be of suitable quality and
supporting data should be provided to the
manufacturer of the herbal preparation/herbal
medicinal product. Ensuring consistent quality of the
herbal substance may require more detailed
information on its agricultural production. The
selection of seeds, cultivation and harvesting
conditions represent imporiant aspects of the
quality of the herbal substance and can influence
the consistency of the finished product.
Recommendations on an appifop!fiate quality
assurance system for good agricultural and
collection practice are provided in national or
international guidance documents on Good
Agricuftural and Oollectlon Practice for startmg

materials of herbal origln
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This Annex applies to all herbal starting materials:
medicinal plants, herbal substances or herbal
preparations.

K7 H2VIATIET R TOMMEERRH THAE
FBHEM (medicinal plants) . #80%E (herbal
subsutances) B UEZEER 5 5 (herbal
preparations) TS5,

1 Throughout the annex and unless otherwiss
specified, the term “herbal medicinal product /
preparation” includes “traditional herbal medicinal
product / preparation”.

F1 A7 RUORIZBNTIE, ﬁ'll_fﬁiﬁ‘éhfh\%)
BeLtREMEYMMERER /EYESRRE &I
zﬁﬁﬁ%ﬁri%ﬂ/ﬁ%}m%ﬁ%ﬁ&%P&“a‘*

2 The terms herbal substance and herbal
preparation are considered to be squivalent to the
terms herbal drug and herbal drug preparation
respectively,

*2 herbal substance&lﬁherbal preparation® AL
&% hF herbal drugB Urherbal drug preparationd”
RETHHERLINDG,

3 European Medicines Agency (EMA), World Health
Organization (WHO) or equivalent.

3 ERINEZE ST (EMA) , AR B RS (WHO) BR
mﬁﬂ%w%%@&ﬁ

Table illustrating the application of Good Practices
to the manufacture of herbal medicinal products 4

FiE, EDEERROEEBIZEITAGXPERLTL
640

4 This table expands in detail the herbal section of
Table 1 in Part I of the GMP Guide,

34 ZORIFCGMPHARSAOPart T DFE1DEE
BHMOESE LY FEMELTLD,
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+..The GMP classification of the herbal material is
dependent upon the use made of it by the
manufacturing authorisation holder. The material
may be classified as an active substance, an
intermediate or a finished product. It is the
responsibility of the manufacturer of the medicinal
product to ensure that the appropriate GMP
classification is applied.

HabiEHOGMP EOIIELE, EhEREERIC
SO THEBEShAMORBRRETHD. RHIE. F
M. A SR EERHRICHESHS, @
HOGMP EORIBFNAERSh TWA LA REET D
CElE BEREBAEREOFEETHL,

* Manufacturers should ensure that these steps are
carrisd out in accordance with the marketing
autherisation / registration. For those initial steps
that take place in the field, as justified in the
marketing authorisation / registration, the national
or international standards of Good Agricultural and
Gollection Practice for starting materials of herbal
origin (GACP)# are applicable. GMP is applicable to
further cutting and drying steps.

* BEEET. ChoOTEAEERGRAE
BB TERIBShAILERIET D& BHIE
RERAE /BHREICENTEYLINEBHNT
EHINIZEFNLORANOTIEICIL, BEEHROH
HEHO-HOENRCACPELMEIERGACPANE
?ﬁgé" BLAAYERUVE R TIEICIZIGMPAER

*% Regarding the expression from plants and
distillation, if it is necessary for these activities to
be an integral part of harvesting to maintain the
quality of the product within the approved
specifications, it is acceptable that they are
performed in the field, provided that the cultivation
is in compliance with national or international
standards of GACP#. These circumstances should
be regarded as exceptional and justified in the
relevant marketing authorisation / registration
documentation. For activities carried out in the field,
appropriate documentation, control, and validation
according to the GMP principles should be assured.
Regulatory authorities may carry out GMP
inspections of these activities in order to assess
compliance.

w FEMALOEVRUERZICEHLTIE, Chod
TARERBSNF-RIBOERANTHROREEH .
B3 a-HICREO—EFEZEELTERTLIHEN
HAEE . BIEANGACPH#OEREAERL TER
HBEITHE > TWVALELIE, ZNODEEFHATIT
S EMNTED, COISHRRITHABITHY, B
PR ERFEREE /BREOEITBLTER
ERT & B CEBEShAEZETIL, GMPOIR
Bl Bt T BSR4 BB R U T—ay
AR EShAIE, BHEBRIEIILDEENSCGMP
[CHESLTAMEIMDBEREEET 5THAI.

# EMA, WHO or equivalent

FEMA. WHORL A SO BHOEE

PREMISES

&

Storage areas

RERE

1. Herbal substances should be stored in separate
areas. The storage area should be equipped in such
a way as to give protection against the entry of
insects or other animals, especially rodents,
Effective measures should be taken to prevent the
spread of any such animals and micro-organisms
brought in with the crude substance, to prevent
fermentation or mould growth and to prevent cross—
contamination. Different enclosed areas should be
used to quarantine incoming herbal substances and
for the approved herbal substances.

1 EMEIRESTSWIISHICRET S RE
RigiZ R R, SHMIZO-OBMN, FHISHEEY
DEAZBSCENTERRIICERERASZE,
FERHEESISEFEAIONELHBR U END
BIERIE, REOHE DEBERURRIFRELL
FTHMBENGIRBEBLDL L RANWBYED
REREDLH, RUSKLLENREONLHICR
DENEREERTHL.

2. The storage area should be well asrated and the
containers should be located in such a way as to
allow free circulation of air.

2 RERBEIEMBRETL REBREEZD
BHRARBESEHIIICEET ST,

3. Special attention should be paid to the cleanliness
and good maintenance of the storage areas
particularly when dust is generated.

T EEREOERE RGN R RS B ER
g%iéf*ﬁ‘:“—‘o BICRARETLEEE.ER
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4, Storage of herbal substances and herbal
preparations may require special conditions of
humidity, temperature or light protection; these
conditions should be provided and monitored.

4. YRR OEMERRGOREL, BE RE

I RITERGEE ORI CREEUSDETHLD

ChODEHERA. BEHTHIE,

-|Production area

SLER,

5. Specific provisions should be made during
sampling, weighing, mixing and processing operations
of herbal substances and herbal preparations
whenever dust is generated, to facilitate cleaning
and to avoid cross—contamination, as for example,
dust extraction, dedicated premises, ete.

5. EER EMERAN AOBRKER, T2, B
BRUMIEERTIBIC BENECDEAL,
Bz TEEEBCERBSREERT UL, BRIC
BRATE, ARFEAHIETE L5 B AN
WHREHELDLL,

Equipment

B f

8. The equipment, filtering materials etc. used in the
manufacturing process must be compatible with the
extraction solvent, in order to prevent any release
or undesirable absorption of substance that could
affect the product,

6. BlRICEEEEZDNIEIMEDBHE LT
FLLARDRINE #EFAF-81C, 2BHLEEOHET
BTERINIEEITMEAEIC :J’?_ﬁ*“‘tﬂ—ﬁém?‘
NERSEL,

DOCUMENTATION

XEik

Specifications for starting materials

H SERBLDIRIE

1. Herbal medicinal product manufacturers must
ensure that they use only herbal starting materials
manufactured in accordance with GMP and the
Marketing Authorisation dossier. Comprehensive
documentation on audits of the herbal starting
material suppliers carried out by, or on behalf of the
herbal medicinal product manufacturer should be
made available. Audit trails for the active substance
are fundamental to the quality of the starting
material, The manufacturer should verify, where
appropriate, whether the suppliers of the herbal
substance / preparation are in compliance with
Good Agricultural and Gollection Practices and — if
not — apply appropriate controls in line with Quality
Risk Management (QRM).

7. WEYHEEEEOEE XA IIGMPRUELEIRTT
BECit-THESh - EYHHEERHOH;%F
T A EFRILLETNITARSGN, EEH

(BEMORBEE T OEMEERSREE

E OEILLEFOREFICEIERICETAaEN
X ENF BRI A-STORITAIEESAEN, §F
HMEITHT AN~ E YT TR O RY
ELTHATHD, BEEER, BETHLL EYD
B NEMEERSI R ot %%%‘fﬁGAC&E%’TLT
LD, F5THRLERIIK. REVRITAD AL

Sgg_hg)f&ﬁtcf-}ﬁﬂlﬁ EEEBALTNDIEER

5 EMA, WHO or equivalent

35 EMA, WHORR L NERIS DB B

8. To fulfil the specification requirements described

in the basic requirements of the Guide {Chapter 4),

documentation for herbal substances / preparations
should include:

8 HARSALUE)TORKINERBBEICELTE
MESW TWDHELEREBEEF 9120, EhE
CRBRICETAINEIUTESD L.

> the binomial scientific name of plant {(genus,
species, subspecies / variety and author (e.g.
Linnaeus); other relevant information such as the
cultivar name and the chemotype should also be
provided, as appropriate;

> EMO2RROTE (8. 18, Bie  EERUm
BE (LA BETHIE, HIERESR
EUEFEOLILEEERERT,

>details of the source of the plant (country or
region of origin and where applicable, cultivation,
time of harvesting, collection procedures, possible
pesticides used, possible radioactive contamination,
eto.):

>EDE T OFR(RER -, 2457515
BT, IR, SRRFIA, fERsh - aElE
?3?;%3%%»T;i%ﬂi%gl:ctéiﬁ%@ifﬁﬁﬁﬁ

> which part(s) of the plant is/are used;

> {3 AR

> when a dried plant is used, the drying system
should be specified;

?i_ige};:ﬁ%’éﬁﬁ%?é%ﬁEiiii%ﬁiﬁ%ﬂﬁﬁﬁ
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> a description of the herbal substance and its
macro and microscopic examination;

;h’ﬁ#@]%@ﬁik RU. SHERE. BRGREDE

> guitable identification tests including, where
appropriate, identification tests for constituents with
known therapeutic activity, or markers. Specific
distinctive tests are required where an herbal
substance is liable to be adulterated / substituted.
A reference authentic specimen should be available
for identification purposes;

> BY)LERRER, DESIESL. BEEENHS
hi-EAOT—h—DRIES OMERRERES
. WPENMIOROEA BRI ELPTIG
AEBERMNENABRALE, EVOSRBERLFE
FEEHOEDHIZAESh TSI E,

> the water content for herbal substances,
determined in accordance with the relevant
Pharmacopoeia;

>HEE BEOE RS- THESh-IEhE

DIKDER

> assay of constituents of known therapeutic
"|activity or, where appropriate, of markers; the
methods suitable to determine possible pesticide
contamination and limits accepted in accordance
with relevant Pharmacopoeia methods or, in
absence of thereof, with an appropriate validated
method, unless otherwise justified;

>RRAIORREEDER R D WEABEEY—
Hh—DEE, AREEOHHREFLRENET HiEY]
BAERUVEEYTLERA DL ARICHIHRR
B, ThomAEMNGLGET, HISIRIAL N
BEBUHZAYT—rShEAETHDH L.

> tests to determine fungal and/or microbial
contamination, including aflatoxins, other
mycotoxins, pest-infestations and limits accepted,
as appropriate; '

>NRIIEE, TSR, DT AabF 2,
BEEN HEREELZSDEERSERU X
(FREMBTRENES S-HDHER

> tests for toxic metals and for likely contaminants
and adulterants, as appropriate;

> PBBEIZIELCEERBORER. ZAL0AH5ER
VA DR

> tests for foreign materials, as appropriate;

>R B TR

> any other additional test according to the
relevant Pharmacopoeia general monograph on
herbal substances or to the specific monograph of
the herbal substance, as appropriate.

> HEICIECT, BEE-HoERFToEYE
NEES LIEHMERNUIOEE,

Any treatment used to reduce fungal/microbial
contamination or other infestation should be
documented. Specifications and procedures should
be available and should include details of process,
tests and limits for residues.

BEEOHMEDEE, ELJAITOBOBEEYDE
HEHMHT B DIREEXELT DL RER
UFIRENGITNELGLY | ThICTIZEBD D
BRUBEEQCHRESLIL,

Processing instructions

TERHE

9. The processing instructions should describe the
different operations carried out upon the herbal
substance such as cleaning, drying, crushing and
sifting, and include drying time and temperatures,
and methods used to control cut size or particle
size.

9. TIRERETIX, ki, &8, B, BRI EHE
WEICRL TITOSIFESFREEICOWTERAL, 81
FRRER SRR, I A RE LR F A X% 5
HITLEHIZTAL-HFEESHLHE,

10. In particular, there should be written instructions
and records, which ensure that each container of
herbal substance is carefully examined to detect any
adulteration/substitution or presence of foreign
matter, such as metal or glass pieces, animal parts
or excrement, stones, sand, etc., or rot and signs of
decay.

0. I, WIEOER DEEERRR E

%, ELL, PIRIERE®, AR . B EY

DU, B, BREDESEHREN R UHERY

RUBROKEOHELRET Bl EEE

HBLRTSh S0 LI BEER UL
\! —&.
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11. The processing instructions should also describe
security sieving or other methods of removing
foreign materials and appropriate procedures for
cleaning/selection of plant material before the
storage of the approved herbal substance or before
the start of manufacturing.

1. TGRS, SBLEEDEOITEA, B0
(LEGERAIRFTICIT S BRMIR RO T-H DT i #0EHB
RNMIBO A E, RUEIRH OS2 5126
T RBULGFIRZRDET ST,

12. For the production of an herbal preparation,
instructions should include details of solvent, time
and temperatures of extraction, details of any
concentration stages and methods used.

12. EHEFF S OEEDF-HIZ, BEEE. HH
DiEE. B, BEEORA. BRGEREBRUREWA
EOEMESHIL,

QUALITY CONTROL

mEEH

Sampling

BRATEER

13. Due to the fact that medicinal plant/herbal
substances are heterogensous in nature, their
sampling should be carried out with special care by
personnel with particular expertise. Each batch
should be identified by its own documentation.

13, BRED.  EDELREXTHECHI L,
o, BB EOREMBREE T OHA N
BNSFBLTIIOCE B/ \WHIINYFIEOXE
{BIc&YBANTRTE,

14. A reference sample of the plant material is
necessary, especially in those cases where the
herbal substance is not described in the relevant
Pharmacopoeia. Samples of unmilled plant material
are required if powders are used.

4 ENREOZESEVETHY ., ENELEE
E- g O RBAICIRBE SN TOELNSE S RFFICH
EThd, RBESEATIESE, BFRL TR
WMEMEHOSEEPBETHD,

15. Quality Control personnel should have particular
expertise and experience in herbal substances,
herbal preparations and/or herbal medicinal
products in order to be able to carry out
identification tests and recoghise adulteration, the
presence of fungal growth, infestations, non—
uniformity within a delivery of crude material, etc.

5 RS h - ERHEQDC, RAWE, iLHE
DETEDFE. HEEW. MEOTE— L RE
RERI= B TR 5o A TEDESIC, REEE
BB A, B ER) 5, i E R T
LCRADHM L RREE T 5L,

16. The identity and quality of herbal substances,
herbal preparations and herbal medicinal products
should be determined in accordance with the
relevant current national or international guidance
on quality and specifications of herbal medicinal
products and traditional herbal medicinal products
and, where relevant, to specific pharmacopoeial
monographs.

16, {4 E, EMEAN KR UCEMEEEROE
BlEREE., HDEEXL RV EHEMERRD
RELBBCELT. DETHIEREDOERFD
HEHICHET 5, EEE - hEORFOEAA AN
Evf‘/ﬁlﬂfi@ﬂi‘%ﬁf{ RoAVIZEE>TREENSS
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Table illustrating the application of Good Practices to the manufacture of herbal medicinal products ‘

Activity

Good Agricultural
and Collection

Cultivation, collestion and harvesting of plants,
algae, fungi and fichens, and collection of exudates

Practice (GACP) *

Cutting, and drying of plants, algae, fungi, lichens
and exudates #*

Expression from plants and distillation*

Part Il of the GMP
Guide |

Part 1 of the GMP
Guide |

Comminutien, processing of exudates, extraction
from plants, fractionation, purification,
concentration or fermentation of herbal
substances

Further processing into a dosage form including
packaging as a medicinal product

Fid, EPEEE RO BEICBITAGXPERLTLSY,

fe%

Good Agricultural
and Gollection

Practice (GACR) *

Y, B3R, B, thREoHE, R, IRE,
RO DR

B, B, A, hRELD DO LR
*

Part 1 of the GMP
Guide T

Part I of the GMP
Guide |

B EDIEYEEE +*

B, B BOINT, B LOMH, ERYE
DS SE, R REROILRE

EZESELTOBEEEHEEFI~NOELADM
I
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