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According to  Resolution  AP-CSP  (07)1,  the procedure  for  `Certification  of Suitability  to  the
Monographs  of the  European  Pharmacopoeia'  (CEPs)  is  intended  for  substances  for which  a
monograph,  either  general  or  specific,  has  been  adopted  by  the  European  Pharmacopoeia
Commission.  The  procedure  does  not  apply  for  direct  gene  products  (i.e.  proteins),  products
obtained from human tissues, vaccines and blood products and preparations.

In light of the discussions held at the European level conceming the classification of biological
products, the EDQM has decided to exclude from the scope of the procedure those products that
have  been  classified,  by  the  Coordination  Group  for  Mutual  Recognitiöri  and  Decentralised
Procedures  -  Human  (CMD(h)),  as  "other biological  substances".  A  list  is  available  from the
website                of                the SO edicines                 Agencies
http://www.hma.eu/fileadmin/dateien/Iluman_Medicines/CMD_h_/procedural_guidance/Compil
ation_Biological_Active_Substance_non-recombinant_origin.pdf.

The  reasoning  behind  this  decision  is  as  follows:  the  characterization  and  determination  of
biological substances require not only a combination of physico-chemical and biological testing,
but also extensive knowledge of the production process and its control.

The  EDQM,  therefore,  will  not  accept  any  new  application  for  CEPs  for  these  biological
substances.

Existing CEPs are not affected by this decision.
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This table is a non-exhaustive list of biological active substancesmiological medicinal products that do not belong to one of the categories that are already considered as
biological  active  substances/biological  medicinal  products  by  default  in the  current legislation (such as:  recombinant proteins,  monoclonal  antibodies,  blood products,
immunological medicinal products such as sera and vaccines, allergens, and advanced technology products such as gene and cell therapy products).

| Active ingredient Type of substance, source Administration route Trade names (not exhaustive) EU-procedure number
Human chorionic Glycoproteine, extract from human Injection, IM, SC Pregnyl, 500/1500/5000 IE
gonadotrophin 1) urine Pregnyl // 5000IEChoragon1500Choragon5000

M e notroph in                       i! FII/FSH extract from human urine injection7IM9SC                    i Fi£e§F¥n71:;5§]L55°:E

Urofollitrophin"                ! FSH extract from human urine Injection sc                                 !  Bravelle 75 IE UKffl697
Fostimon FR;m282

Streptokinase, ]) Protein from Streptococcus cultures Injection lv, topical                     Streptase l 00/250/750/1500 klE
Streptodomase Protein from Streptococcus cultures Injection IV
Urokinase ])                          ! Tissue dulture of human renal human Injection lv                                 !  Medacinase l 0/50/100/250/500 klE

renal cells !  Urokinase-Kabi 50/100/250/500 klE
Aprotinin 1) Polypeptide from bovine lung Injection IVRecentlyalso as componentoffibrineglues Trasylol 500.000 IE

Hyaluronidase ]) Extract from bovine or ovine testes Injection eye Hyason
protamine i) Polypeptide from spema/testes of Injection lv, IM                           Protamine l000/5000 `ICN' SE"562

fish species                                                                                                            Protamine Leo pharma
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Botulinum   toxin   Type  :  Protein from clostridium botulinum     !  Injection, IM                                i  Neurobloc 5000 IE/ml                               !  EMEA/II/C/301

:uberculri A                      I  Filtiate Mycobac."b cultue                  i  lnjection htiacutaneous           i  Tuberculine\PPDRT23 SSI
BCG        for        bladder  ;  M. bovis,var. BCG                                    ;  Intravesical                                   \  BCG-medac DE"001

DE/H/367instiiiation 2\

HeDaiinl'   __ _

;                                                   lmmucyst
l lnJect,On lv sc                       l; 3:;:-l:lecieo

Oral                                               i  condral/Condrosulf

}T  Heparin,

Chondroitin sulphate        !  heparin

+
arine ])                      i  LMM he Injection SC Fluxum

LMM he
aroid sodium L) lucosamino

Intraarticular            inj ection,
demal

Sodium hyaluronate glycosaminoglycans Hyalgan/ Ialugen Plus

Amylase, protease and lipase,
ared from mammalian

Creon/Creon
Forteßancreaseffan

Pancreatin/as  er  illus         Protease, li  ase and cellulose                   `  Oral                                                 \  Comb.    m
Asparaginase                        Enzyme from E. co/z.                                   Injection lM, IV                            Kidrolase

Paronal
Crlsarimspase                    f}\#:;:::#:#:#t £rom E" i nia                    `i rM, SC 3 N                                  '§,,,, E"rimse                                                      {``§{§

ATG Fresenius,
Thymoglobulin,
Lymphoglobulin
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Animal antiserum (from a o. rabbit,
horse)

Anti T-1ymphocyte
immunoglobulin for
human use, anima| 2)



|Activeingredi€nt Typ€ ofsübstance, source Admimistrati®n poüt€ Trade names {not exhaustiv€} >. EU-pro€edur€ numb€r
Polyclonal sheep anti-        Animal antiserum Iv infusion                                    Digitalis antidot
digoxin
Hu IFN-alfaLe Native interferon alfa producedthroughviralstimulationofleucocytes Injection SC Multiferon

Insulin bovine ]) Bovine pancreas                                          :  SC, (IM, IV) :  UKffl430

Bovine/porcine pancreas
Bovine/Dorcine DancreasChymotrypsin ])

Glucagon 4)                          :  Bovine/porcine pancreas •  sc, (IM, IV)

Escherichia coli CNtssle gütim of Escherichia coli oral                                               !  MUTAFLOR, MUTAFLOR mite
1917) (NISSLE 1917) in viable fom
Lysatum bacteriale OM lysatum bacteriale mixtum oral BRONCHO-VAXOM PRO ADULTIS
85 cryodesicatum (Haemophjlus inf luenzae , BRONCHO-VAXOM PRO

Diplococcus pneumoriae, Klebsiellapneumoniaeetozenae,Staphylococcusaureus,Streptococcuspyogenesetviridar",Neisseriacatarrhalis) INFANTIBUS

OM-89 c odesiccatum     L satum E. co/z. c odesiccatum             ;  oral                                                 `  URO-VAXOM
Ly satum bacteriale
mixtum

Lactobacillus acidophilus ,
Lactobacillus helveticus,
Lactobacillus lactis, Lactobacillus
f;ermentatum, Streptococcus pyogenes
A, Enterococcus f iaecium,
Enterococcus fiaecalis, Streptococcus
sangwls , Staphylococcus aureus,
Kleb siella pneumortiae ,
Corynebacterium
ps eudodjphteriticum , Fusobacterium
(Fusif;ormis) nucleatum 5 ,00 mg,
Candida albicans

ImDON



Active ingredient             Type ofsubstance, sßur€e                     Admimistration rüüte Trade mmffi {n®t exhaustive}               EU-procedurc number
Lysatum bacteriale
mixtum

Streptococcus pneumortiae oip 1 ;
Streptococcus pnewmortiae yp 11 ;
Streptococcus pnewmortiae o)p 111 ;
Streptococcus pneumortiae typ V;
Streptococcus pneumoniae DJp VIII ;
Streptococcus pneumoniae typ XII;
Streptococcus pyogenes A;
Streptococcus dysgalactiae C ;
Ent€rococcus f ;aecium;
Er;terococcu;fiaecali;;
Streptococcus G;
Staphylococcus aureus;
Haemophilus irfluenzae typ 8 ;
Moraxella catarrhalis ;
NeisseriasubflawaflcNavar.;
NeisseriasubflcNaperflawavar.;
K:lebsiella pneumoniae ss
pneumoniae;
Acinetobacter calcoaceticus
baumanii var .

Nasal spray

Lactobacillus
acidophillus
lyophilisatus
Lactobacillus
rhamnosus,
Lactobacillus
delbrueckii subsp.
Bulgaricus,
Streptococcus salivarius

Vaginal capsule

Vaginal capsule

G"OFLOR

FERMALAC VAGINAL



K 24 : H 31
1voDhilisatum
Glycoproteini                    +ighly puified glycoproteins (Pl and   ;  oral
Klebsiella pneumoniae    T1) from the strain ofKJeösj.e//cz            ;
extr&ptuLm            _                    +.  pne umoniae

3

Phagf particu]ae contra    \  antistaphyllococcus lysate ffom phagi  \\  oral

S#:#::sOccus             \                                                         ;

BIOSTIM

STAFAL

SOLCOTRICHOVACLastobuc{++"s                     `i Lactobacillus rhamnosus  (3 strains) ,
acidophilus Lactobacillus vaginalis (3 strajns) ,

Injection IM

\`,,  l.acl:oDaclllus saltvarlus (1  s"aln),'.5i..`Lactobacillusfiermentum(1strain)

!!

Thymostimul in (calf) Polypeptide immunostimulant factorextractedfromcalfthymus

Calfblood low A low molecular fraction of calf eye  gel, mouth paste Solcoseryl
molecular weightportion blood

cerebrolysin A low molecular fraction ofpolypeptidesextractedfrom porcinebrain Injection IM, IV Cerebrolysin

Phospholipids bovine/ A low molecular fraction of Oral, Essentiale forte/
porcine phospholipids extracted from bovinelung Endotracheopulmonal S urvanta/ Curo surf

surfactant
Collagenase Proteolytic enzyme from Clostridiumculture demal Iruxol mono

Deoxyribo-nuclease Enzyme from beef pancreas Dermal ,         so lution         forinhalation Pulmozymeffibrolan

!!

! !!

Fibrinolysine bovine enzyme from bovine plasma dermal Fibrolan
i €
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Overview of Biological Active Substmces of non-recombinant origin
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Imunor

Ribomunyl

porc£ne transfer factor     j ä[::#uoc]::#::: fract£on ofporc£ne     § ora]

Ribosomes of Klebsiella
pneumoniae,
Haemophillus
influerzae A,
Streptococcus pyogenes
group A and
Streptococcus
pneumoniae

Membrane
proteoglycans
Klebsiella Dneumoniae

Desintegrated cells of
microorganisms

]) Ph. Eu monograph of drug substance available
2) Ph. Eur monograph of drug product available
3) Pepsin powder PhEur is prepared from gastric mucosa of pigs, cattle or sheep- Pancreas is not indicated as source
4) The monograph for animal sourced glucagon has been deleted in 2006


