EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

21 November 2017
EMA/HMPC/350533/2016
Committee on Herbal Medicinal Products (HMPC)

List of references supporting the assessment of Melilotus
officinalis (L.) Lam., herba

Final

The European Medicines Agency acknowledges that copies of the underlying works used to
produce this monograph were provided for research only with exclusion of any commercial
purpose.

Abdollahi M, Farzamfar B, Salari P, Khorram Khorshid HR, Larijani B, Farhadi M, et al. Evaluation of
acute and sub-chronic toxicity of Semelil (ANGIPARS), a new phytotherapeutic drug for wound healing
in rodents. DARU 2008 Suppl. 1, 16:7-14

Abraham K, Wohrlin F, Lindtner O, Heinemeyer G, and Lampen A. Toxicology and risk assessment of
coumarin: Focus on human data. Mol. Nutr. Food Res. 2010, 54, 228-239

Aloisi D, Scondotto G. Efficacia dell’estratto cumarinico di Meliloto negli edemi da stasi flebolinfantica.
Minerva Cardioangiol 1999; 47:196-8

Bahrami A, Kamali K, Ali-Asgharzadeh A, Hosseini P, Heshmat R, Khorram Khorshid HR, et al. Clinical
application of oral form of ANGIPARS and in combination with topical form as a new treatment for
diabetic foot ulcers: A randomized clinical trial. DARU 2008, 16, Suppl. 1:41-48

Van Baveghem P, Coppens J-B, Van Brabant Ph.-Cl. Pharmacopoea Gandavensis nobilissimi senatus
jussu renovata. Typis Le Maire L 1786. (Emplastrum e Meliloto five Emolliens, p. 279). Original:
Gandava University. Digital: 01.11.2010

Blumenthal M, Busse WR, Goldberg A, Gruenwald J, et al., editors. The Complete German Commission
E Monographs. American Botanical Council, Austin Texas 1998, 218

Bock (Tragus) H. Kreuterbuch, 1551. Available at web page of Bayerische Staatsbibliothek (last visit
2017.03.10): https://bildsuche.digitale-
sammlungen.de/index.html?c=viewer&bandnummer=bsb00091270&pimage=1&v=2p&nav==&Il=de

Bradley P. British Herbal Compendium. A handbook of scientific information on widely used plant
drugs, Vol 2, BHMA, 2006; 270-5

Calzada F, Velazquez C, Cedillo-Rivera R, and Esquivel B. Antiprotozoal activity of the constituents of
Teloxys graveolens. Phytotherapy Research 2003, 17:731-732

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union

© European Medicines Agency, 2018. Reproduction is authorised provided the source is acknowledged.



Campbell HA & Link KP. Studies on the hemorrhagic sweet clover disease. IV. The isolation and
crystallization of the hemorrhagic agent. J. Biol. Chem. 1941, 138:21-33

Chiffoleau A, Huguenin H, Veyrac G, Argaiz V, Dupe D, Kayser M, et al. First report of a possible
interaction between acenocoumarol and topical treatment with Cyclo 3. Therapie 2000, 55:405-431
[Abstract]

Chiffoleau A, Huguenin H, Veyrac G, Argaiz V, Dupe D, Kayser M, et al. Interaction entre melilot et
acenocoumarol? (melilot-ruscus aculeatus). Therapie, 2001, 56:321-327

Chrusciel T, Gibinski K (red.) Leksykon lekéw. Panistwowy zaktad Wydawnictw Lekarskich. Plaster
Nostrzykowy (Melilor plaster, Emplastrum meliloti), Warszawa 1991, 496 [Polish]

Cohen AJ. Critical review of the toxicology of coumarin with special reference to interspecies
differences in metabolism and hepatotoxic response and their significance to man. Food Cosmet Toxicol
1979; 17:277-289

Commission E monographs. The complete German Commission E monographs. See: translation by
Blumenthal M et al., American Botanical Council, Austin 1998

DAB 6, see: Deutsches Arzneibuch, 6 Ausg. 1926, 1957
Deutsche Arzneitaxe 1936. Deutsche Arzneitaxe, Berlin Weidmannsche Buchhandlung 1936; 47, 62

Deutsches Arzneibuch, 6 Ausgabe. Berlin 1926 R v. Decker’s Verlag. S. Schenk, p. 334; Nachdruck in
der Fassung de beiden Nachtrage, VEB Verlag Volk und Gesundheit, Berlin 1957, p. 177

Die Grosse Enzyklopadie der Heilpflanzen Ihre Anwendung und ihre Naturliche Heilkraft. 1994. Neurer
Kaiser Verlag Gesellschaft mbH, Klagenfurt; 368-369.

Dieterich E. Neues Pharmazeutisches Manual, 14. Auflage, Berlin, Verlag von Julius Springer 1924; 115

Dispensatorium Fuldense Tripartitum tam Patriae Usibus quam Saeculi Moderni Genio accomodatum,
see: Schlereth AA

EFSA .Opinion of the Scientific Panel on Food Additives, Flavourings, Processing Aids and materials in
Contacts with Food (AFC) on a request from the Commission related to Coumarin. Question number
EFSA-Q-2003-118. EFSA Journal 2004; 104:1-36

EFSA. Coumarin in flavourings and other food ingredients with flavouring properties. Scientific Opinion
of the Panel on Food Additives, Flavourings, Processing Aids and Materials in Contact with Food (AFC).
(Question No EFSA-Q-2008-677). Adopted on 8 July 2008. The EFSA Journal 2008, 793, 1-15

Endell W & Seidel G. Coumarin Toxicity in Different Strains of Mice. Agents and Actions (Birkhauser
Verlag, Basel) 1978, 8(3):299-302

ESCOP Monograph 2nd Ed. Meliloti Herba —.Melilot. European Scientific Cooperative on Phytotherapy,
editor. Thieme, Stuttgart 2003; 320-323

European Pharmacopoeia 8.0. Melilot. 07/2012:2120

Farmakopea Polska Il1. Polska Rzeczpospolita Ludowa. Ministerstwo Zdrowia. Emplastrum Meliloti, pp.
192-193. Panstwowy Zaktad Wydawnictw Lekarskich. Warszawa 1954 [Polish]

Farmakopea Polska IV, Il. Polska Rzeczpospolita Ludowa. Ministerstwo Zdrowia i Opieki Spotecznej.
Emplastrum Meliloti, p. 197. Panstwowy Zaktad Wydawnictw Lekarskich. Warszawa 1970 [Polish]

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 2/10



Farmakopea Polska VI. Rzeczpospolita Polska. Minister Zdrowia. Urzad Rejestracji Produktow
Leczniczych, Wyrobow Medycznych i Produktoéw Biobdéjczych 2002, Meliloti herba 871, Meliloti
Emplastrum 929 [Polish]

Farzamfar B, Abdollahi M, Ka’abinejadian S, Heshmat R, Shahhosseiny MH, Novitsky Y.A, Farhadi M.
Sub-chronic toxicity study of a novel herbal-based formulation (Semelil) on dogs. DARU , 2008, 16,
Suppl. 1, 15-19

Fisher G, Krug E. Heikrauter und Arzneipflanzen. 7 Aufl. Haug Verlag Heidelberg, 1984; p. 238-239

Foldi-Borcsok E, Bedall F, Rahlfs V. Die antiphlogistische und 6demhemmende Wirkung von Cumarin
aus Melilotus officinalis. Arzneimittelforschung 1971; 21(12)

Fort DJ, Stover EL, Propst T, Hull MA, Bantle JA. Evaluation of the developmental toxicities of
coumarin, 4-hydroxycoumarin, and 7-hydroxycoumarin using fetax. Drug and Chemical Toxicology
Drug Chem Toxicol 1998, 21(1):15-26

Gasparetto J C, Peccinini R G, Guimarées de Francisco Thais Martins, Cerqueira L B, Ramos Campos F.
Pontarolo R. A Kinetic Study of the Main Guaco Metabolites Using Syrup Formulation and the
Identification of an Alternative Route of Coumarin Metabolism in Humans. PLOS ONE.2015,
10(3):e0118922.

Grote W & Weinmann |I. Uberpiirfung der Wirkstoffe Cumarin und Rutin im teratologischen Versuch an
Kaninchen. Arzneim.-Forsch. (Drug Res) 1973, 23(9):1319-1320

Hager (1938): Frerichs G, Arends G, Z6rnig H editors. Melilotus. In: Hagers Handbuch der
Pharmazeutischen Praxis, 2" ed., Vol. 2, Berlin. Julius Springer-Verlag, 1938; 155-6

Hager (1949): Frerichs G, Arends G, Z6rnig H editors. Melilotus. In: Hagers Handbuch der
Pharmazeutischen Praxis, 2" ed., Vol. 2. Julius Springer-Verlag, Berlin 1949; 155-6

Hager (1976): Hagers Handbuch der Pharmazeutishen Praxis. Funfter Band. Chemikalien und Drogen
(H-M). Springer-Verlag Berlin. Heidelberg. New York 1976. Red. Kern W, Roth HJ, Schmid W, List PH,
Hoérhammer L; 757

HagerROM 2014. Blaschek W, Hilgenfeldt U, Holzgrabe U, Reichling Jurgen, Ruth P, Schulz Volker.
Meliloti herba. Melilotus officinalis Kraut. Wissenschaftliche Verlagsgesellschaft Stuttgart. Springer
Verlag Berlin Heidelberg 2014

Heshmat R, Mohammad K, Mohajeri Tehrani MR, Tabatabaie Malazy O, Keshtkar AA, Gharibdoust F, et
al. Assessment of maximum tolerated dose of a new herbal drug, Semelil (ANGIPARSTM) in patients
with diabetic foot ulcer: A Phase | clinical trial. DARU, 2008, 16, Suppl. 1, 25-30

Hogan RP. Hemorrhagic Diathesis Caused by Drinking an Herbal Tea. JAMA 1983; 249(19):2679-2680

IARC Monographs on the Evaluation of Carcinogenic Risks to Humans. Vol 77 Some Industrial
Chemicals. IARC Lyon France 2000. Coumarin, p. 197-226

Kang SS, Lee YS, Lee EB. Saponins and Flavonoid Glycosides from Yellow Sweetclover. Arch. Pharm.
Res. 1988; 11(3):197-202

Kang SY, Sung S H, Park | H, Kim Y C. Hepatoprotective Activity of Scopoletin, a Constituent of
Solanum lyratum. Arch. Pharm. Res. 1998, 21(6):718-722

Khorram Khorshid HR, Sadeghi B, Heshmat R, Abdollahi M, Salari P, Farzamfar B, Madani SH. In vivo
and in vitro genotoxicity studies of Semelil (ANGIPARS), DARU, 2008, 16, Suppl. 1:20-24

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 3/10



Kommission E (Monographie BGA/BfArM): Steinkleekraut. Bundesanzeiger 50, published March 13
1986; revised March 13 1990. Available at: https://buecher.heilpflanzen-welt.de/BGA-Kommission-E-
Monographien/meliloti-herba-steinkleekraut.htm

Krajnovi¢ P (1977a). Die Wirkung eines Benzopyronpraparates bei Phlebopathien in der
Schwangerschaft. Med. Monatsschr. 1977; 31(2):86-88

Krajnovic¢ P (1977b). Beeinflussung infantiler Blutparameter in der Stillperiode durch die Kombination
von Cumarin und Troxerutin. Arzneimittelforschung (Drug Res.) 1977; 27(11)(7): 1499-1500

Krajnovi¢ P, Vrane$ N, Djuri¢ N (1974). Untersuchungen zur Frage der Arzneimittelsicherheit in der
Frauenheilkunde — 2. Mitteilung: Uber die Arzneimittel-verabreichung in der Spatschwangerschaft.
Arzneimittelforschung 1974, 24(7):1063-5

Lake BG. Coumarin metabolism, toxicity and carcinogenicity: relevance for human risk assessment.
Food Chem Toxicol 1999, 37:423-453

Larijani B, Heshmat R, Bahrami A, Delshad H, Ranjbar Omrani G, Mohammad K, 1Heidarpour R,
Mohajeri Tehrani MR, Kamali K, Farhadi M, Gharibdoust F, Madani SH. Effects of intravenous Semelil
(ANGIPARS) on diabetic foot ulcers healing: A multicenter clinical trial. DARU , 2008, 16, Suppl. 1:340

Leclerc H (1976). Précis de Phytothérapie Essais de thérapeutique par les plantes Francaises, 5™
edition, Paris, Masson 1976; 220-222

Lewis RJ. Sax’s dangerous Peoperties of Industrial Materials 8™ ed., Vol 111. Van Nostrand Reinhold
New York. Zyma Nyon Bibliotheque 1992, 698

Madaus R (1938). Lehrbuch der biologischen Heilmittel, Abteilung I: Heilpflanzen, Vol. 2, Leipzig,
Thieme Verlag 1938; 1862-5

Madaus G. Lehrbuch der biologishen Heilmittel. Band Il. 1976, Georg Olms Verlab, Hildesheim — New
York, pp. 1862-1864 Melilotus officinali et altissimus, Wirkung (p. 1863-1864).

Martignani A, Ferrari F, Aloisi D, Scondotto G (1997). Terapia farmacologica del linfedema con estratto
naturale di Meliloto. Gazz Med Ital — Arch Sci Med 1997; 156:85-9

Mayer W, Sukthaworn K. Zur Frage der Zirkulationsférderung durch Steinklee- (Melilotus-) Extrakt in
der unteren Extremitat von Unfallverletzten. Arzenimittelforschung 1963; 13:335-338

Mazzocchi B, Andrei A, Bonifazi VF, Algeri R (1997). Trattamento con estratto di Melilotus officinalis
della mastodinia ciclicae non ciclica delle donne afferenti presso un Ambulatorio Senologico. Gazz Med
Ital — Arch Sci Med 1997; 156:221-4

Minghetti P, Casiraghi A, Cilurzo F, Montanari L. Development of local patches containing melilot
extract and ex vivo—in vivo evaluation of skin permeation. European Journal of Pharmaceutical
Sciences (EUFEPS) 2000, 10:111-117

Mogana R, Teng-Jin K, and Wiart C. Anti-Inflammatory, Anticholinesterase, and Antioxidant Potential of
Scopoletin Isolated from Canarium patentinervium Miq. (Burseraceae Kunth). Evidence-Based
Complementary and Alternative Medicine (eCAM) Volume 2013, Article ID 734824, 7 pages
http://dx.doi.org/10.1155/2013/734824, available 2017.03.10

Mogana R, Adhikari A, Debnath S, Hazra S, Hazra B, Teng-Jin K,1 and Wiart C. The
Antiacetylcholinesterase and Antileishmanial Activities of Canarium patentinervium Miqg. BioMed
Research International Volume 2014, Article ID 903529, 7 pages
http://dx.doi.org/10.1155/2014/903529, available 2017.03.10

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 4/10



Nakajima M, Fukami T, Yamanaka H, Higashi E, Sakai H, Yoshida R, Kwon JT, McLeod HL, Yokoi T
(2006). Comprehensive evaluation of variability in nicotine metabolism and CYP2A6 polymorphic alleles
in four ethnic populations. Clin Pharmacol Ther 2006, 80:282-97

Nishikawa M, Yamashita A, Ando K and Mitsuhiro Shigeo. The suppressive effect of melilotus extract on
the thermal edema of rats. Folia Pharmacol. Japon. 1983, 81:193-209 [Japanese]

NTP Toxicology and Carcinogenesis Studies of Coumarin (CAS No. 91-64-5) In F344/N Rats and B6C3F
Mice (Gavage Studies). National Toxicology Program P.O.Box 122233 Research Triangle Park, NC
27709. U.S. Department of Health and Human Services. Public Health Service. National Institute of
Health September 1993

NTP (2004). National Toxicology Program Technical Report series No. 423: Toxicology and
Carcinogenesis studies of 3,4-Dihydrocoumarin (CAS No. 199-84-6) in F344/N Rats and B6C3F1 Mice.

Ozarowski A (red.) ZIOLOLECZNICTWO Poradnik dla lekarzy. Paristwowy Zaktad Wydawnictw
Lekarskich. Warszawa 1976 [Polish]

Pabst HW, Klemm H. Experimentelle Unterschungen zur Wirkung von Extrakten aus Melilotus
officinalis. Med. Monatsschr. 1960, 14:589-591

Pelkonen O, Rautio A, Raunio H, Pasanen M. CYP2A6: a human coumarin 7-hydroxylase. Toxicology
2000, 144:139-47

Pharmacopée Francaise. Melilot - Melilotus officinalis.1989
Pharmacopoea Gandavensis see: Van Baveghem P, Coppens J-B, Van Brabant Ph.-Cl.

Pharmacopoea Hispana. Editio tertia Auctior. Matriti Ex Typographic Iberriano MDCCCIII (1803), p.
292. In original form in: British Library. In digital form since: 12.01.2015

Pharmacopoea Rossica Ed. Nova auctior (elaborate a Nicolao Karpinsky).Emplastrum Meliloti , p. 206.
Petropoli MDCCIC 1799. Original: Austrian National Library. Digital since: 01.03.2013

Piller NB & Casley-Smith JR. The effect of coumarin on protein and pvp clearance from rat legs with
various high protein oedemas. Br. J. Exp. Path. 1975, 56:439-443

Piller NB. The ineffectiveness of coumarin treatment on thermal oedema of macrophage-free rats. Br.
J. Exp. Path. 1976, 57: 170-178

Piller NB. (3-1C) Coumarin Distribution in Rat Tissues after the Injection of a Single Dose. Research in
Experimental Medicine 1977, 171:93-100

Piller NB & Clodius L. The Effect of Coumarin (5,6 Benzo-ct-pyrone) on Elicited Members of the
Mononuclear System in Dogs with Chronic Secondary Lymphedema. Research in Experimental Medicine
1986, 171:93-100

Plesca-Manea L, Parvu A E, M. Parvu M. Taamas M, Buia R.and Puia M. Effects of Melilotus officinalis on
Acute Inflammation. Phytother Res 2002, 16:316-319

Poradnik Terapeutyczny (Red. Kubikowski P). Emplastrum Meliloti. Panstwowy Zaktad Wydawnictw
Lekarskich, Warszawa 1975, 304 [Polish]

Raunio H, Rautio A, Gullsten H, Pelkonen O (2001). Polymorphisms of CYP2A6 and ist practical
consequences. Br J Clin Pharmacol 2001, 52:357-63

Roeske W. Zarys Fitoterapii (Farmakologia i Receptura Ziét Leczniczych). Herba Meliloti — Ziele
nostrzyka. Panstwowy Zaktad Wydawnictw Lekarskich. Warszawa 1955, 157 [Polish]

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 5/10



von Schlereth FA. Dispensatotium Fuldense Tripartitum: tam patriae usibus quam saecali moderni
genio accomodatum. Sumptibus authoris MDCCLXXXVII (1787). Original: Bavarian State Library.
Digital since: 27.07.2009

Stefanini L, Gigli P, Galassi A, Pierallini F, Tillieci A, Scalabrino A. (1996). Trattamento farmacologico
e/o balneoterapico dell'insufficienza venosa cronica. Gazz. Med. Ital. - Arch. Sci. Med. 1996, 155:179-
85

Tamura S., Warabi Y. and Matsubara S. Severe liver dysfunction possibly caused by the combination of
interferon beta-1b therapy and melilot (sweet clover) supplement. J Clin Pharm Ther 2012, 37:724—
725

Vasallo JD, Hicks SM, Daston GP, Lehmann-McKeeman LD Metabolic detoxification determines species
differences in coumarin-induced hepatotoxicity. Toxicol Sci 2004; 80:249-57

Volkner E (1961. Klinische und kreislaufanalytische Uberpriifung eines Melilotuspraparates. Med. Klin.
1961, 20, 885-887

Web page: (http://www.cypalleles.ki.se), last saving date: 2017.02.20

Weigt S, Huebler N, Strecker R, Braunbeck T, Broschard T H. Developmental effects of coumarin and
the anticoagulant coumarin derivative warfarin on zebrafish (Danio rerio) embryos. Reprod Toxicol
2012, 33:133-141

Weiss FW. Lehrbuch der Phytotherapie. 6 Ed. Hippokrates-Verlag 1985, p. 240-241.

Wichtl M. Herbal drugs and Phytopharmaceuticals. Medpharm Scientific Publishers, Stuttgart, 1984;
470-2

Wichtl M. Herbal drugs and Phytopharmaceuticals. 3™ ed. Medpharm Scientific Publishers GmbH,
Stuttgart 2004, 379-381

Wittgen H G M, van den Heuvel J J M W, van den Broek P H H, Siissalo S, Groothuis G M M, De Graaf |
A M, et al. Transport of the Coumarin Metabolite 7-Hydroxycoumarin Glucuronide Is Mediated via
Multidrug Resistance-Associated Proteins 3 and 4. Drug Metab Dispos 2012, 40:1076—1079

Yang Y-l & Shang ping. Clinical Research on the Curative Effect of Setus-M in the Treatment for
Traumatic Tumefaction. 2010. Abstract available at: en.cnki.com.cn/Article_en/CIJFDTOTAL-
LNZY2010S11050.htm

Yourick JJ & Bronaugh RL. Percutaneous Absorption and Metabolism of Coumarin in Human and Rat
Skin. J Appl Toxicol 1997, 17(3):153-158

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 6/10



Addendum 1|
References assessed but not cited in the assessment report

Akiyama T, Kouri K, Iguchi M, Minami K, Yachiku S, Kurita T. Clinical experience with anti-
inflammatory agents Esberiven for chronic prostatitis - Analysis of efficacy by ultrasonotonography and
urodynamic study. Acta Urol Jpn 1980, 26:71-7

Babilliot J. Essai de I'Esberiven en Pathologie du Systeme Circulatoire de Retour. Phlébologie 1977;
30(2):209-12 [French]

Becker A. Uber die Anwendung von Melilotus (Steinklee) in der Therapie. Hippokrates 1960;
27(7):245-247 [German]

Becker HM, Niedermaier G, Orend K-H. Benzopyrone in der Therapie des postrekonstruktiven Odems.
Fortschritte der Medizin 1985; 103(21):593-596 [German]

Berger F. Handbuch der Drogenkunde, Verlag fur Med. Wissenschaften W.Maurich, Wien, Vol. IV: 331-
47

Berson I, Geiser J-D. Etude comparative ouverte entre deux phlébotropes chez deux groupes répartis
au hazard. Schweiz. Rundschau Med. (Praxis) 1980; 69:1244-6 [French]

Bider E, Anderes W, Dimitrijevic B, Petrovic D. Die Wirkung von Venalot bei traumatischen sowie
postoperativen Hamophtalmien, bei Netzhautblutungen und bei Glaskérpertriibungen. Klin. Mbl.
Augenheilk. 1975, 166:403-4 [German]

Blatter W, Schoch P. Potential Psychotropic Activity of Phlebotropic Drugs: Weak Interactions with
Brain Benzodiazepine Receptors. Phlebology 1994; 9:32-6

Blume J. Tratamento do edema de origem venosa — eficacia de um tratamento medicamentoso em
combinacao com o tratamento compressivo. Rev. Bras. Med. 1994, 51(3) [Portugese]

Blumréder W-0O. Erfahrungen mit einem Steinklee-Extrakt in der ambulanten Praxis. Therap.
Gegenw.1960, (12):572-575 [German]

Bolton T , Casley-Smith JR. An in vitro Demonstration of Proteolysis by Macrophages and its Increase
with Coumarin. Experientia 1975, 31(3):271-273

Bosse K, Dreschner P, Klose L. Vergleichende Untersuchung tber die Wirksamkeit von
Venentherapeutika bei chronisch-vendser Insuffizienz. Phlebologie und Proktologie 1985, 14:111-4
[German]

Boéhmer D, Ambrus P. Effectiveness of cream containing ruscus and melilotus extract in the treatment
of acute sprains. In: Phlebologie 89, Davy A, Stemmer R eds, 1989 John Libbey Eurotext Ltd, 706-8.

Béhmer D, Ambrus P, Welbers P. Behandlung akuter Sportverletzungen mit Phlebodril-Créme. Die
Medizinische Welt 1990, 41:645-650

Casley-Smith JR. Human Trials of the Benzo-Pyrones in High-Oedemas. Folia Angiologica 1982/1983,
30/31 (4-6):313-327

Casley-Smith JR. The Actions of the Benzo-Pyrones on the Blood-Tissue-Lymph-System. Folia
Angiologica 1976, 24 (1/2):7-22

Casley-Smith JR, Morgan RG, Piller NB. Treatment of lymphedema of the arms and legs with 5,6-
benzo-[a]-pyrone. N Engl J Med 1993, 329(16):1158-1163

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 7/10



Cluzan R, Kieffer G. Etude multicentrique de I'Esberiven en gynécologie. Rev. franc. Gynec. 1979;
74(5):369-72

Descottes B. Emploi de I'Esberiven dans la prevention de la maladie Thrombo-Embolique. Sciences
Médicales 1975, 6:1

Desmons F, Simons M. A propos de I'action d’'une préparation associant extrait de Melilot et Rutine
hydrosoluble sur les troubles trophiques des membres inférieurs d’origine vasculaire. Lille Médical, 3
mo serie, Année 1975, Tome XX, Supplement

Dieterich E. Neues Pharmazeutisches Manual, 9. Auflage, Berlin, Verlag von Julius Springer 1904, 109,
314

Egan D, O"Kennedy R, Moran E, Cox D, Prosser E, Thornes RD. The pharmacology, metabolism,
analysis, and applications of coumarin and coumarin-related compounds. Drug Metab Rev 1990,
22:503-29

Eggert A, Kirschner H, Schréder HJ, Wittmann DH. Das lymphatische Odem des Armes nach der
Brustkrebsbehandlung. Med. Klin. 1977, 72(49):2106-13

ElI-Shammah A. Behandlung der Armlymphddeme nach Mastektomie und Strahlentherapie mit einem
Benzopyronpraparat. Therapiewoche 1976, 26:4915-21

Eyraud (1982). L’interéet de I’Esberiven en pratique gynécologique L.M.M médicine du sud-est 1982/1,
18(7):5876-5877

Fuchs L. Das Krauterbuch von 1543- New Krelterbuch, KéIn. Taschen

Ganz PA. The quality of life after breast cancer — solving the problem of lymphedema. N Engl J Med
1999; 340(5)

Giraud D. Essai d’une thérapeutique phlébo-lymphologique dans le traitement des mastodynies. Rev.
Fr. Gynecol. Obstet. 1984, 79(3):229-32

Gorins A. Le traitement de la maladie fibrokystique des seins. Journal of Applied Toxicology, 17(3),
153-158 (1997) 1994, 22(4):205-210

Grotz KA, Henneicke-von-Zepelin H-H, Kohnen R, Al-Nawas B, Bockisch A, Kutzner J, et al.
Prospektive, doppelblinde Therapiestudie zur Prophylaxe der Radioxerostomie durch
Cumarin/Troxerutin bei Patienten mit Kopf-Hals-Karzinomen. Strahlenther. Onkol. 1999, 175(8):397-
403

Haffner F, Schulz OE, 1937. Normdosen der gebrauchlichen Arzneimittel. Wissenschaftliche
Verlagsgesselschaft mbh, Stuttgart; 38

Haffner F, Schulz O-E, Schmid W, Braun R. Standard doses of conventional drugs and drugs. 10 Aufl.
Wissenschaftliche Verlagsgesellschaft mbH, Stuttgart 2005

Haffner F, Schulz O-E, Schmid, Braun R. Standard doses of common drugs and drugs. 21% ed. 2016.
Wissenschaftliche Verlagsgesellschaft Stuttgart mbH. MZ drugs

Hager (1975): Frerichs G, Arends G, Z6rnig H editors. Melilotus. In: Hagers Handbuch der
Pharmazeutischen Praxis, 4™ ed., Vol. 5, Berlin. Springer-Verlag, 1975, 755-7.

Hager (1994): Hansel R, Keller K, Rimpler H, Schneider G, editors. Melilotus. In: Hagers Handbuch der
Pharmazeutischen Praxis, 5th ed. Vol. 6, Drogen P-Z. Berlin. Springer-Verlag, 1994; 269-287.

Hoppe HA. Drogenkunde, Vol. 2, von Gruyter, 1977, 700-1.

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 8/10



Horster FA, Wildmeister W. Endokrine Orbitopathie. Dtsch. Med. Wschr. 1983, 108:413-5

lurassich S, Bianco P, Pascarella A . Sul trattamento della rosacea con una crema al meliloto
composto: monitoraggio videocapillaroscopico. Annali Italiani di Dermatologia Clinica e Sperimentale
1999, 53:28-32

Jensen AH, Jensen KME. Antiflogistikum ved fodledsdistorsioner — En prospektiv, konsekutiv
dobbeltblind undersogelse. Ugeskr. Laeg. 142/50, 1980; 3308-11

Karsten G, Weber U, Stahl E. Lehrbuch der Pharmakognosie, G. Fischer Verlag, 1962; 326-7
Klein L. Tratamiento de las flebopatias con extracto de Melilotus. Pren. Med. Argent. 1967, 54:1191-3

Kriz M. Gastroentero-Anastomosenédem — Die Praventivbehandlung des Gastroentro-Anastomosen-
6dems mit Benzopyronen. Z. Allg. Med. 1978, 54:165-6

Lacativa AS. Venalot fiur die Behandlung von Phlebopathien. Med Welt 1980; 31 (19): 727-9

Leng JJ, Heugas-Darraspen JP, Fernon MJ (1974). Le traitement des varices au cours de la grossesse
et dans le post-partum. Expérimentation clinique de I’Esberiven. Bordeaux med 1974; 7:2755-6

Loprinzi CH, Kugler JW, Sloan JA, Rooke TW, Quella SK, Novotny P, et al. (1999). Lack of effect of
coumarin in women with lymphedema after treatment for breast cancer. N Engl J Med 1999,
340(5):346-50

Mot J-CI. Nouvel Apport Thérapeutique en Proctologie: L'Esberiven. Med. Chir. Dig. 1976, 5:375-7

Mouton J & van der Kooy F. Identification of cis- and trans- Melilotoside within an Artemisia annua Tea
Infusion. European Journal of Medicinal Plants 2014, 4:52-63

Muraca MG, Baroncelli TA. | linfedemi degli arti superiori post-mastectomia.Trattamento con I'estratto
di meliloto officinale. Gazz. Med. Ital. — Arch. Sci. Med. 1999, 158:133-6

Nakajima M, Fukami T, Yamanaka H, Higashi E, Sakai H, Yoshida R, et al. (2006). Comprehensive
evaluation of variability in nicotine metabolism and CYP2A6 polymorphic alleles in four ethnic
populations. Clin Pharmacol Ther 2006; 80:282-97

Nielsen AJ, Rokkjaer M (1980). Venalot som odemprofylakse ved operation for phimosis. Ugeskr. Laeg.
1980, 142/50; 3312-13

O’Kennedy R, Thornes DR. 1997). Coumarins Biology, Applications and Mode of Action. Wiley,
Chichester 1997

Pastura G, Mesiti M, Saitta M, Romeo D, Settineri N, Maisano R, et al. Linfedema dell’arto superiore in
pazienti operati per carcinoma della mammella: esperienza clinica con estratto cumarinico di Melilotus
officinalis. Clin. Ter. 1999, 150:403-8 [Italian]

Pedersen AKO, Kristensen OK, Gram-Hansen J. Venalot depot ved episiotomi Ugeskr Laeger 1982,
144/2:92-93 [Danish]

Peth6 A (1981). Die Wirksamkeit von Benzopyronen bei der posttraumatischen Entziindung — Eine
klinische Doppelblindstudie in der Nach-behandlung von Scheidendammnéhten. Arzneimittelforschung
1981; 31 (8)

Piller N (1976). Conservative Treatment of Acute and Chronic Lymphoedema with Benzopyrones.
Lymphology 1976, 9:132-137

Racinet C, Bouzid F, Calop J, Juvin C, Deletraz M (1993). Les mastodynies et leur traitement.
Contracept. Fert. Sex. 1993, 21(11):797-800

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 9/10



Roth L, Daunderer M & Kormann K. Giftpflanzen-Pflanzengifte, ecomed Landsberg (4 Aufl.) 1994

Rudofsky G (1989). Ruscus-Extrakt — Transkutane Venentonisierung und Kapillarabdichtung bei
gesunden Probanden. Munch. Med. Wschr. 1989, 131(18):362-5

Schmid W, Schultz O-E. 1984. Standard doses of medicinal drugs and drugs, p. 141

Schmidt F, Keilacker M (1985). Pharmakolymphographie mit Venalot® und Venoruton® — ein Sieben-
Jahresbericht. Radiol. Diagn. 1985, 26(1):41-51

Scientific Committe for Food (1997). Opinion on coumarin (a constituent of natural flavouring source
materials limited by Annex Il of Flavourings Directive 88/388/EEC), Expressed in 16 December 1994,
European Communities, 1997, 13-20

Seidel D (1985). Bericht Uber den EinfluR von Venalot und Benzaron auf den Fettstoffwechsel. Phlebol.
u Proktol. 1985, 14:115

Tran DK. Utilisation de I'esberiven en gynécologie obstétrique (a propos de 30 cases) L.M.M médicine
du sud-est 1981, 17(11):4593-4594

Vanscheidt W, Rabe E, Naser-Hijazi B, Ramelet AA, Partsch H, Diehm C, Schultz-Ehrenburg U, Spengel
F, Wirsching M, Go6tz V, Schnitker J, Henneicke-von Zepelin HH The efficacy and safety of a coumarin-
/troxerutin-combination (SB-LOT) in patients with chronic venous insufficiency: A double blind placebo-
controlled randomised study. Vasa 2002, 31:185-90

Vida S (1977). Uber die Wirkung eines Benzopyronpraparates bei der akuten hamorrhagisch-
nekrotisierenden Pankreatitis unter chirurgischer Therapie. Therapiewoche 1977, 27(30):5476-81

List of references supporting the assessment of Melilotus officinalis (L.) Lam., herba
EMA/HMPC/350533/2016 Page 10/10



