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(57) Sang ché dé cap dén chiét xuit ciia ché pham thao dugc bao gdm it nhat hai loai thuc

vat kho khéac nhau hiru dung duéi dang chét khang vi sinh vat va/hoac chét chéng tao mang

sinh hoc trong viéc diéu tri hodc phong ngira nhiém vi sinh vét gy ra béi vi khuan, vi du
nhu Escherichia, Klebsiella, Listeria, Pseudomonas, Salmonella, Streptococcus hodc

Staphylococcus, hodc boi nam, chang han nhu duoc mo ta trong ban moé ta nay. D3 thiy

rang trong cac chiét xuat nay, cac thanh phan hoat tinh tao ra tic dung sinh hoc cta chiung

theo kiéu hiép dong Chiét xuét c6 thé tao thanh thanh phan hoat tinh cua thuc pham bod
sung, dugc thuc pham, dugc phim hodc my pham hoic thuc phadm chirc ning hodc phu gia
thuc pham. Sang ché ciing dé cap dén quy trinh diéu ché chiét xuat nay.
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Linh vue k§ thuit dwoe dé cap

Sang ché dé cap dén chiét xuat ciia ché pham thao dugc bao gdm it nhat hai loai
thuc vat kho khac nhau hitu dung duéi dang chét khang Vi sinh vat va’/hodc chét chéng
tao mang sinh hoc. Ciing da thy ring trong chiét xuét nay thi cac thanh phan hoat tinh

tao ra tac dung sinh hoc ctia ching theo cach hiép dong.

Tinh trang ky thuit ciia sang ché

Gibng nhu co thé sdng bét ky, thuc vat chira nhiéu chit héa hoc, bao gém cac
hop chét khéi lugng phan tir thip, polypeptit, poly-sacarit, enzym. Béi vay chiét xuét
thuc vat 1a mot vi du thong thuong vé hdn hop clia cac chét hoa hoc xut hién trong tu
nhién.

Hoat tinh sinh hoc va hoat tinh diéu tri cta nhiéu hdn hop hoa hoc thu dugec tur
cac thuc vat la da biét tur 1au va duogc dé cdp trong nhiéu ban thao (vi du xem,
Encyclopedia of Herbal Medicine: The Definitive Home Reference Guide to 550 Key
Herbs with all their Uses as Remedies for Common Ailments Hardcover — 15.11.2000,
béi Andrew Chevallier). |

Khoa hoc hién dai cho phép quan sat c4c tdc dung sinh hoc va tic dung diéu tri
cua su két hop cua chit hoa hoc thu duge tir cac thuc vat trén nhiéu sinh vat.

Vi du, Scheggi (Scheggi S. et al, Pharm. Biol. 2016 Jan 5:1-11. [Epub ahead of
print]) md ta cach md hinh chugt cho phép thir nghiém tac dung chéng trdm cam ctia su
két hop cia cacchét hoa thAthu duoc tu cac thuc vat.

Zhipeng QU (Oncotarget. 2016 Sep 1 Epub ) thé hién cach c6 thé nhan biét co
ché phan tir khang ung thu lua chon cta hop chét tiém Kushen (Compound Kushen
Injection) bang cach st dung hé gen chirc nang. Hop chat tiém Kushen (CKI) da dugc
st dung trén 1am sang ¢ Trung Qudc trong hon 15 nam dé diéu tri cac loai khéi u ran
khac nhau. Tuy nhién, vi cac ché pham thubc ¢b truyén Trung Quéc (Traditional Chinese

Medicine - TCM) 14 cdc hdn hgp phic tap cua cac chit chuyén hoa thir cip & thuc vat,
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nén can nghién ctru co ché phén tir co ban cta chung theo kiéu hé théng. Nghién ctru
nay cho thdy ring CKI trc ché sy ting sinh té bao MCF-7 va gay chét té bao theo chuong
trinh theo kiéu phu thudc vao lidu lugng. Nhiéu con duong da dugc théy bi nhiéu loan
va chu ky té bao dugc nhan biét dudi dang con duong dich chinh tiém nang ctia CKI &
té bao MCF-7. CKI ciing c6 thé gy chét té bao MCF-7 theo chuong trinh nhd co ché
doc 1ap p53. Ngoai ra, ching nhan biét IncARN méi va cho thy rang nhiéu loai trong
s6 ching c6 thé dugc bidu hién du6i dang dap tmg véi diéu tri CKI.

Tac dung cua cac hdn hop chit hoa hoc thu duoc vi du tir thue vt, nam hoic vi
khuén 1én sy phat trién cua céc vi sinh vat nhu vi khuan va ndm da duoc md ta nhiéu
lan, vi du trong Venkatadri (Venkatadri B. et al., Indian J. Pharm. Sci. 2015 Nov-
Dec;77(6):788-91). |

Tac dung cua cac hdn hop chit hoa hoc thu duoc vi du tir thuc vit, nam hoic vi
khuén 1én sy tao mang sinh hoc (quén thé vi sinh vat gén trong chét nén polyme dugc
gan vao bé mait) ciing d3 dugc mo ta nhiéu 14n, vi du trong Stintar ((Suntar I. et al.,
Pharm. Biol. 2016 Jun;54(6):1065-70Epub 2015 Oct 29).

Shimizu M. va cong su (Antimicrob Agents Chemother. 11.2001;45(11):3198-
201) tim thdy rang chiét xut cuia Arctostaphylos uva-ursi lam gidm rd rét ndng do tic
ché t6i thidu (Minimum Inhibitory Concentration - MIC) ctia chat khéng sinh beta-
lactam, nhu oxaxilin va cefmetazol, d6i véi Staphylococcus aureus khang metixilin.
Nhom twong tu cling dugc tdch hop chét hiéu qua va nhan biét n6 dudi dang corilagin.

Nhom khéac (Denev P. et al., Acta Biochim. Pol. 2014;61(2):359-67. Epub 2014
Jun 18) nghién ctru hoat tinh chéng oxy hoa, khdng vi sinh vat va hoat tinh didu bién
bach cdu trung tinh cua céc chiét xuét tir sau loai thao dugc — 14 cdy mam x6i (Rubus
fruticosus), 14 cdy anh dao dai (Aronia melanocarpa), 14 cdy tdo gai (Crataegus
monogyna), phan trén khong cta cdy 4o choang quy ba (Alchemilla glabra), phan trén
khong ctia cay rau dé (Filipendula ulmaria) va 14 cdy phuc bdn tr (Rubus idaeus). Hoat
tinh khang vi sinh vt cua cac chiét xuét nghién ctru ddi vé6i 11 tac nhan gay bénh cho
nguodi duge nghién ciru bang cach st dung ba phuong phap khac nhau va céac két qua
ctia nghién ctru nay cho phép két luan rang chiét xuét 14 cay rdu dé va 14 cdy mam x6i
¢ tac dung khang vi sinh vét cao nhit va ndng do tic ché t6i thiéu (MIC) thip nhét ddi

v6i céce vi sinh vat thir nghiém.
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Yam T. va cdng su (FEMS Microbiol Lett. 1997 Jul 1;152(1):169-74) tép trung
nghién clru hoat tinh vi sinh cta toan bg va chiét xuét tho phan doan cuia che (Camellia
sinensis), va cua cac thanh phan cia che. Chiét xudt dang nudc ctia cheé (Camellia
sinensis) thudc céc loai khéc nhau va tir cac ngu@)n khéc nhau dugc thir nghiém va dugce
thdy trc ché mot pham vi rong vi khuén gay bénh, bao gémAStaphylococcus aureus khang
metixilin. Cac chiét xuét ciia che c6 tinh diét khuan véi staphylococcus va Yersinia
enterocolitica & ndng do thap hon nhiéu ndng do wa thich. Hoat tinh han ché & mot trong
bbn phan doan thu dugc tur chiét xuit ché xanh bang phuong phap sic ky phan doan.
Thtr nghiém cac hop chét trong ché nguyén chit va cac hoa chét c6 lién quan gan goi y
rang hoat tinh khang vi sinh vét cia cac chiét xuét cla ché xanh c6 thé dugc giai thich
béi ham luong epigalocatechin, epigalocatechin galat va epicatechin galat ciia né. Trong
chiét xuét ché den, theaflavin va galat clia ching 1a cac thanh phan hoat tinh khang vi
sinh vét bd sung.

WO 2009/031041 d& cap dén ché phdm chira (a) hop chit khang vi sinh vat ¢6
cong thic cAu trac hoa hoc nhét dinh, (b) chit khang vi sinh vt dugc chon tir lantionin
bacterioxin, chiét xuat ché [Camellia sinensis], chiét xuét hublong [Humulus lupulus L],
chiét xuét vé nho, chiét xudt hat nho, chiét xuit Uva Ursi [Arctostaphylos uva-ursi] va
su két hop ctia ching.

WO 99/20289 dé cap dén dung dich chiét thao dugc trong subt chira chiét xuat
thao duoc c6 dam va chét long lam dﬁy. Chiét xuit thao dugc cd ddm duoc bao cdo 1a
duoc chon tir danh sach dai cac chiét xuét thuc vat, trong d6 danh sach nay bao gém
Filipendula ulmaria, Camellia sinensis va Arctostaphylos uva-ursi. Tuy nhién, WO
99/20289 khong d& cap dén viéc st dung diéu tri hodc st dung y khoa cu thé bat ky cia
dung dich thao duogc yeu cau bao h. |

US 2015/0056255 dé cap dén san phdm dé st dung 1am thube, m§ pham, tao mau
hodac st dung ngoai da, san pham nay bao gdm 16p san pham thuc vét dang soi va chiét
xuét thuc vat duoc dp dung 1én 16p sén phém thuc vat dang soi nay. Chiét xuét thuc vat
duoc noi réng chita cac chét tir mot hodc nhiéu phén cu thé ctia mot hodc nhiéu loai thuc
vét, trong d6 cac thuc vat dugc chon tir it nhét mot trong sb danh sach dai cac thuc vat.

Azanida NN (Med. Aromat. Plants, 4:3, p.1-6, 2015) cong bb bai dénh gid, ma

dé cap dén su mo ta va so sanh cac phuong phap sit dung pho bien nhat dé diéu ché chiét
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xuét thuc vt ding 1am thubc. Céc téc gia sing ché két luan bai bao cua ho bing tuyén
b rang "khong c6 phuong phap chiét ndo trén thé giGi 1a phuong phap ly tuong va mdi
phuong thuc chiét 1a duy nhét véi mot loai thuc vat" (xem két luan « Conclusions\",
dong 5-7).

Selman A. Wachsman va cong su (Bacteriology, 31, p.157-164, 1945) néu rang
cac ching khac nhau cla cung loai vi khuén c6 thé thay dbi lén vé tinh khang
streptomyxin cta chung. Céac chung vi khuén Staphylococcus aureus khac nhau duogc str
dung tai li€u nay dé thu nghiém hoat tinh cta streptomyxin. Tuy nhién, khong co6 chiét
xuét thuc vat nao dugc thit nghiém trén cung mot chiing \)é do d6 khong c6 huéng dan
rd rang nao co thé dugc dua ra tir tai liéu nay.

Tac dung sinh hoc nhu dy tinh trong cac vi du trude c6 thé duoc tao ra boi mot
chét hoa hoc, nhu trong céc thudc chuin, hodc bai tac dung hiép déng clia cac chit hoa
hoc khac nhau, nhu trong chiét xuét. Trong mot sb truong hop, tac dung sinh hoc g?ln
nhu hoan toan thudc v& mot chat héa hoc chia trong chiét xuét. Trong trudng hop nay,
chiét xuét c6 thé dugc thay thé bang chit hoa hoc nguyén chét c6 hoat tinh.

Tac dung sinh hoc cua chét hoa hoc ¢6 thé 1a do cac phan tng hoa hoc (bién dbi)
v6i cac chit hoa hoc tao thanh sinh vét hodic 12 do lién két tam thai hodc lién két ¢d dinh
v6i chét hoa hoc, cu thé 1a cac phan tit 16n, tao thanh sinh-vét. Lién két nay s& diéu bién
hoat tinh cua chét hoa hoc cta sinh vat, cu thé 1a cac phén t 16n, vi du, ting hodc giam
hoat tinh cua enzym.

Khong may 1a chit héa hoc chua ting 6 tac dung don 1én sinh vat. Cy thé 13, cac
tuong tac voi cac thanh phan ciu thanh phan tt 16n 1a rét 16n. Du6i dang mot van dé
thuc té, da biét r5 ring chat héa hoc bt k¥, cho dit tu nhién hodc thu duge tir viée tong
hop hda hoc, s& co tac dung c6 hai lén sinh vat (nguoi, dong vat, thuc vat, vi thuc vat
dia phuong, v.v.) theo kidu c6 lién quan dén lidu Ivong. Cubi clng, tac dung tich cuc
hoic tac dung diéu tri co lién quan dén liéu lugng cling c6 thé dugc quan sat thay. Hién
nhién 1a dbi v6i chit hoa hoc c6 sy quan tim cong nghiép, lidu lugng yéu cau dé quan
sat th?iy tac dung tich cuc hodc tdc dung diéu tri cin thép- hon so véi lidu lugng véi do
tac dung c6 hai tré nén khong chp nhan duoc.

ChAt hoéa hoc khéc vé thanh phan héa hoc hodc cAu triic cta ching s& c6 céc ai

luc (hodc h?mg s6 lién két) khéac nhau véi cac phan ti 16n khac nhau tao thanh sinh vat,
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va boi vay céac kiéu tic dong khac nhau dAn dén cac tac dung c6 hai, tic dung tich cuc
va tac dung diéu tri duoc quén sat thiy.

Céc phan ttr 16n lién quan dén céc tac dung c6 hai va cac phan ti 16n lién quan
dén cac tac dung tich cuc hodc tic dung diéu tri 1a khac nhau trong nhiéu trudng hop.
Trong phan 16n céc trudng hop, chét héa hoc khac vé thanh phan héa hoc cia ching s&
c6 céc i luc (hodc hing s6 lién két) khac nhau v6i cac phan tir 16n khac nhau tao thanh
sinh vat.

Trong phf?m 16n cac truong hop, chit hoa hoc khac nhau s& c6 céc ai lyc (hodc
hing sb lién két) khac nhau v6i phan tir 16n nhét dinh. Trong cac trudng hop hiém gap,
céc chét hoa hoc khac nhau s& c6 céc ai luc (hodc hing sb lién két) tuong ty v6i cing
mot phan ti 16n hodc nhoém cac phén tir 16n c6 tac dung tich cuc hodc tac dung diéu tri.
Trong cac truong hgp nay, s€ la hiém dé cac chét héa hoc nay sé& c6 cac 4i luc (hodc
hing sb lién két) tuong duong vdi cac phan tir 16n ¢6 tic dung c6 hai nhét dinh.

Baoi vay, cac hdn hop cuia cac chit hoa hoc khéac nhau cé thé c6 tac dung tich cuc
hoic tac dung diéu tri hiép d6ng ma khong c6 tac dung co hai tich lity nhét dinh. Boi
vay, d6i véi tac dung tich cuc hodc tac dung diéu tri nhét dinh, liéu lugng can thiét cho
mdi cht hoa hoc khéc nhau riéng biét trong hdn hop s& thép hon liéu luong cén thiét
cho mdi chit hoa hoc xem xét riéng biét dé thu duoc tac dung tich cuc hodc tac dung
didu tri nhat dinh. Trong cac trudng hop trong do tac dung co6 hai giy ra boi mdi hop
chét hoa hoc khac nhau 1a khac nhau hodc ¢6 bénh can hoc phan tr 16n khac nhau, mdi
tac dung co hai ciia hdn hqp s& thap hon so véi tc dung c6 hai cua chét héa hoc xem
xét riéng biét vi dugc st dung & lidu lwong thdp hon trong hdn hop.

Luu ¥ ring trudng hop hiép ddng ctia viéc str dung ddng thoi cac lidu lugng gidm
cua cac chat héa hoc khac nhau 1a khac véi viée cung st dung cac thube (cac chét hoa
hoc) khac nhau c6 céc tac dung diéu tri khac nhau duoc st dung & céc liéu lugng tieu
chudn cua chung. Trong trudng hop sau nay, cac tac dung phu ting do céc tuong tac
thudc 1a da biét ro. Mot trong s6 nguyén nhan cua tac dung phu la twong tdc hoa hoc ¢o
thé c6 cta cac thude (cac chat héa hoc) khic nhau. Trong truong hop hiép dong, mdi
chit hoa hoc c6 mit & ndng dd giam va béi vy co tbc d6 tuong tac hoa hoc thip hon
nhidu. V&i muc dich minh hoa, hdn hop hiép ddng gdm 10 chat héa hoc (thude) khac

nhau st dung mdi chat hoa hoc & ndng d6 1/10 (liéu lugng) can thiét d6i v6i chat hoéa
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hoc (thudc) st dung riéng biét, tbc do cac phan tmg hoa hoc gilta céc thudc s& bi giam
b6i hé sé bing 100 nhu bao ham béi dinh ludt chung vé tic dong ctia khoi luong.

Do d6 ¢6 su quan tAm vé viéc st dung céc hdn hop hiép ddng cua cac chét hoa
hoc khac nhau dé thu duoc tac dung tich cuc hodc tic dung diéu tri nhit dinh véi tac
dung c6 hai gidm, hodc thu dugc tac dung tich cuc hodc tac dung diéu tri tang véi muc
nhét dinh cta céc tac dung c6 hai khac nhau. Thuc vy, mot s6 chiét xuét dugc biét co
cac hoat tinh hiép d@)ng so vé6i cac chét hoéa hoc tach biét (vi du xem, Deharo E. et ai,
Malar. J. 2011 Mar 15;10 Suppl 1:S5).

Céac chiét xut tu nhién tao bdi hdn hop cua cac chét héa hoc hiép déng c6 thé
dugc phat hién vi du béi viée thir nghiém hé théng nhiéu chiét xuat tw nhién ciia mot bot
thuc vat hodc céc ché phém thao duogc chira it nhét hai hozc nhiéu loai bdt thuc vat khéc

nhau.

Ban chit ky thuit ciia sang ché

Gio day da thiy rng chiét xuit cua ché pham thao dugc bao gdm it nhét hai loai
thuc vat kho dugc chon tir Filipendula ulmaria, Camellia sinensis va Arctostaphylos
uva-ursi 12 hiru dung du6i dang chit khang vi sinh vat va/hoic chét chéng tao mang sinh
hoc trong viéc diéu tri hodc phong ngira nhiém vi sinh vat gdy ra boi vi khuén, vi du nhu
Escherichia, Klebsiella, Listeria, Pseudomonas, Salmonella, Streptococcus hodc
Staphylococcus, hodc badi nAm, vi du nhu Candida. Ciing da thdy rang trong cac chiét
xuét ndy, cac thanh phan hoat tinh tao ra tc dung sinh hoc ctia ching theo kiéu hiép
dong.

Do d6, mot dbi tuong ciia sang ché 1a phuong phap diéu tri hoic phong ngira
nhiém vi sinh vat néu trén bao gdm viéc dung lwong c6 hiéu qua cla chiét xuét ctia ché
phém thao duogc bao g&‘)m it nhat hai loai thuc vat kho duoc chon tr Filipendula ulmaria,
Camellia sinensis va Arctostaphylos uva-ursi, ché pham dong kho cta chiét xuat nay,
hodc dugc pham hodc ché phim tha y chira chiét xuét hodc ché phim ddng kho nay, cho
d6i tuong can diéu tri.

Déi twong khac clia sang ché 1a chiét xuét cta ché phim thao duoc, bao gdm it
nhét hai loai thuc vat khd dugc chon tir Filipendula ulmaria, Camellia sinensis va

Arctostaphylos uva-ursi va it nhat mot loai thue vat duge chon tir Vitis vinifera var.
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tinctoria, Eugenia caryophyllus va Desmodium adscendens.

Ché pham thao dugc nay c6 thé con bao gdm mét hoic nhiéu loai thuc vat kho
bd sung duoc chon tir:

Achillea millefolium, Acorus calamus, Agrimonia eupatoria, Agropyrum repens,
Agropyrum repens, Alchemilla vulgaris, Alkanna tinctoria, Althaca officinalis,
Anethum graveolens, Angelica archangelica, Arbutus unedo, Arnica montana,
Artemisia pontica, Artemisia vulgaris, Asparagus officinalis, Asparagus officinalis,
Asperula odorata, Betula pendula, Borrago officinalis, Buxus sempervirens, Calamintha
officinalis, Calendula officinalis, Calluna vulgaris, Carum carvi, Cassia
angustifolia,Centaurea cyanus, Centaurium erythraea, Centella asiatica, Cetraria
islandica, Chamaemelum nobile, Chamomilla recutita, Chrysanthellum americanum,
Cichorium endivia, Cichorium intybus, Cinnamomum zeylanicum, Citrus aurantium,
Combretum micranthum, Crataegus oxyacantha, Cuminum cyminum, Cupressus
sempervirens, Curcuma zedoaria,Cynara scolymus, Cytisus scoparius, Elettaria
cardamomum, Eleutherococcus senticosus, Epilobium parviflorum, Erysimum
officinale, Eucalyptus globulus, Eupatorium cannabinum, Foeniculum vulgare,
Fraxinus excelsior, Fucus vesiculosus, Fumaria officinalis, Galium odoratum, Gentiana
lutea, Geranium robertianum, Ginkgo biloba, Glechoma hederacea, Glycyrrhiza glabra,
Handroanthus impetiginosus, Harpagophytum procumbens, Hieracium pilosella,
Humulus lupulus, Hypericum perforatum, Hyssopus officinalis, Illicium verum, Inula
helenium, Juglans regia, Juniperus communis, Lamium album, Lavandula angustifolia,
Levisticum officinale, Lippia citriodora, Lotus corniculatus, Lythrum salicaria, Malva
sylvestris, Marrubium vulgare, Medicago sativa, Melissa officinalis, Mentha x piperita,
Morus nigra, Myrtus communis, Olea europaea, Origanum majorana, Panax ginseng,
Papaver rhoeas, Parietaria officinalis, Passiflora incarnata, Petroselinum crispum,
Peumus boldus, Phaseolus vulgaris, Pimpinella anisum, Plantago lanceolata, Plantago
ovata, Potentilla anserina, Quercus robur, Rhamnus frangula, Rheum palmatum, Rosa
centifolia, Rosmarinus officinalis, Rubia tinctorum, Rubus idaeus, Salix alba, Salvia
officinalis, Sambucus nigra, Satureja montana, Silybum marianum, Solanum dulcamara,
Tabebuia impetiginosa, Tanacetum vulgare, Taraxacum officinalis, Thymus serpyllum,

Thymus vulgaris, Tilia tomentosa, Tilia cordata, Trigonella foenum-graecum, Tussilago
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farfara, Vaccinium muyrtillus, Valeriana officinalis, Verbascum thapsus, Verbena
officinalis, Viscum album, Zea mays va Zingiber officinale.

Péi tuong khéic cia sang ché 13 chiét xuét cua ché phdm thao dugc bao gdm tir
ba dén bay loai thuc vat khd duogc chon tir Filipendula ulmaria, Camellia sinensis,
Arctostaphylos uva-ursi, Rheum palmatum, Rosmarinus officinalis, Vitis vinifera
tinctoria, Desmodium adscendes, Eugenia caryophyllus va Eucalyptus globulus, trong
d6 it nhat hai trong sb céc loai thuc vat nay dugc chon tir Filipendula ulmaria, Camellia
sinensis va Arctostaphylos uva-ursi va it nhit mot trong sd cac loai thuc vat nay dugc
chon tr Vitis vinifera tinctoria, Desmodium adscendes va Eugenia caryophyllus.

Déi twong khéc cla sang ché 1a chiét xuét ctia ché phdm thao dugc bao gdm cac
loai thuc vét kho sau: Rosmarinus officinalis, Filipendula ulmaria, Camellia sinensis,
Vitis vinifera tinctoria va Arctostaphylos uva-ursi.

Déi tugng khéc cla séng ché 1a chiét xuét cta ché phdm thio dugc bao gbm céac
loai thuc vat kho sau: Rheum palmatum, Filipendula ulniaria, Camellia sinensis, Vitis
vinifera tinctoria va Arctostaphylos uva-ursi.

Déi tuong khac clia sang ché 1a chiét xuét ctia ché pham thao dugc bao gbm céic
loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis, Filipendula ulmaria,
Camellia sinensis, Vitis vinifera tinctoria, Eugenia caryophyllus va Arctostaphylos uva-
ursi.

Péi tuong khac clia sang ché 1a chiét xuét cua ché pham thao dugc bao gdm céc
loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis, Filipendula ulmaria,
Camellia sinensis, Vitis vinifera tinctoria, Eucalyptus globulus, Arctostaphylos uva-ursi,
Mentha spicata va Rubia tinctorium.

Péi twong khac cua sang ché 1a chiét xut cta ché pham thao dugc bao gdm it
nhét 14 hodc 15 loai thuc vat kho duge chon tir 16 loai thuc vét sau: Rheum palmatum,
Rosmarinus officinalis, Filipendula ulmaria, Satureja montana, Valeriana officinalis,
Camellia sinensis, Vitis vinifera tinctoria, Fucus vesiculosus, Foeniculum vulgare,
Arctostaphylos uva-ursi, Arbutus unedo, Eugenia caryophyllus, Juniperus communis,
Combretum micranthum, Lippia citrodora va Tanacetum vulgare.

Dbi twong khéc cla sang ché 1a chiét xuét ctia ché phim thao dugc bao gdm cac

loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis, Filipendula ulmaria,
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Satureja montana, Valeriana officinalis, Camellia sinensis, Vitis vinifera tinctoria,
Fucus vesiculosus, Foeniculum vulgare, Arctostaphylos uva-ursi, Arbutus unedo,
Eugenia caryophyllus, Juniperus communis, Combretum micranthum va Lippia
citrodora.

Déi tuong khac clia sang ché 14 chiét xuét cua ché phim thao dugc bao gbm cac
loai thuc vt khd sau: Rheum palmatum, Rosmarinus officinalis, Filipendula ulmaria,
Satureja montana, Valeriana officinalis, Camellia sinensis, Vitis vinifera tinctoria,
Fucus vesiculosus, Foeniculum vulgare, Arctostaphylos uva-ursi, Arbutus unedo,
Eugenia caryophyllus, Juniperus communis, Combretum micranthum, Lippia citrodora
va Tanacetum vulgare. _

Tht ca cac ché pham thao dugc néu trén ciing 1a dbi twong cia sang ché, dusi
dang cac san pham trung gian trong viéc didu ché chiét xuét tuong tng.

Chiét xuét co thé tao thanh thanh phén hoat tinh cua thuc phém bd sung, dugc
thuc pham, duoc pham hodc my phim hodc thuc phim chirc ning hodc phu gia thuc
pham.

Chiét xuét theo sang c_hé c6 thé duge str dung nhu vay hodc ¢ dang kho hodc dang
dong kho.

Thuc phém bd sung, dugc thuc phém, duoc phém, ché phém thu y hodc my phém
hodc thuc pham chirc nang hodc phu gia thuc pham chtra chiét xuét x4c dinh & trén cling

v6i cac ta duoc thich hop 1a cac doi tugng khéc cia sang che.

M6 ta chi tiét sang ché

Thuc phdm bd sung, duoc thuc phém, dugc pham, ché phdm tht y hodc my phdm
hoac thuc phém chirc niang hodc phu gia thuc phém nay co thé duogc bao ché & dang
thich hop bét ky, vi du, dé dung qua duong miéng, bao g&n cac dang rén nhu bot, hat,
vién nang, vién tron, vién nén (giai phong thong thudng hodc giai phong co kiém sodt),
keo nhai, hodc dang léng nhu sird, nhd giot, cdn ngot, dung dich va huyén phu néi
chung.

Ngoai ra, chiét xuét theo sang ché co thé dugc két hop trong céc ché phim khac,
nhu kem, thubc ma, gel, stra, bt nhdo, kem trén co s¢ nude, nhii trong, tinh chét, mat

na, dang sap, dang l6ng, dang xit, thude dan, thudc dan dit Am dao, miéng dan da va
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kem d4nh rang, gel nha chu, nudc siic miéng

Theoséngchéthuétngﬁ‘bhéph&nthéoduqc”dﬁngdécmibétch&arnéthoac
nhidu loai thuc vat khé da nghién khac nhau. Bot cia mot loai thuc vét kho riéng 1€ c6
thé @3 thu dugc tir toan bd cdy hodc tao ra mot phén cu thé cua no, vi du, hoa, chdi, qua,
than, 14, hat, r& hoc phan khac.

Theo sang ché, chiét xuét c6 thé thu dugc bing cich u don gian ché pham thao
duge voi dung mdi chiét (c6 hodc khong c6 su bd sung dudng) & nhiét dd phong.

Cac dung moi chiét thich hop theo séng ché 12 nu6e va tt ca cac dung mdi khong
chtra nudc dugce cho phép sir dung trong viéc san xudt thuc phdm va cac thanh phan thuc
phim. Vi du, theo Huéng dan 2009/32/EC danh siach cta cac dung moi khong chia
nudc nay bao gém propan, ‘butan, etyl axetat, etanol, cac_bon dioxit, axeton, nito oxit.
Theocécphucngéncuthécﬁaséngché,dungrn@idﬁétduqcchonh&nuéc,manoheud
axetat va hdn hop bat ky ctia ching.

Theo phuong 4n khac, chiét xuét c6 thé thu dugc bang cich G ché phim thao
dugc voi dung modi chiét (c6 hodc khong bb sung dudng) va sau d6 gia nhiét, c6 hodc
khong c6 ly tam va loc.

Theo phuong an khac, chiét xuit chtra nuée c6 thé thu dugce bang cich u ché
phim thao dugc véi nude (co hodc khong bd sung dudng) va sau d6 gia nhiét (vi du
bang cach gia nhiét ché phdm long thu dugc & nhiét do nim trong khoang tir 60°C dén
134°C, tét hon néu tir 119° dén 121°C, trong thoi gian ndm trong khoang tir 5 dén 60
phut, t6t hon 1a tir 20 dén 30 phut).

Thuat ngit “dudng” & diy du dinh c6 nghia lIa duong loai dugc pham hoic dinh
dudng, vi du nhu dextroza, lactoza, lactoza khan, manitol, sorbitol, maltoza, galactoza
hodc sucroza.

Theo phuong an cu thé cia sang ché, dudng nay la sucroza.

Pudng nay ¢ thé duge st dung & ndng d6 thay ddi tir 1 dén 100 g/1, tiy y tir 50
dén 75 g/l.

Thuét ngit "thuc phim bd sung" & day c6 nghia 14 thuc phim dy dinh dé b6 sung
cho khau phan théng thuong va ma 1a ngudn chét dinh dudng co dic, nhu vitamin va
khoéng chét, hodc cac chét khéc c6 tac dung dinh dudng hodc tac dung sinh ly, ¢ dang
liéu don vi (ciing xem Hudng dan 2002/46/EC ngay 10.06.2002).
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Thuét ngit "thyc pham chirc ning" c6 nghia la bao gbm cac thuc pham khéc biét
béi cac tac dung bd sung do sy c6 mit cla cac thanh phan (thuong khong phai chét dinh
dudng) co trong tu nhién hodc dugc bd sung, ma tuong tac theo cach lya chon it hay
nhidu v6i mot hodc nhidu chirc ning sinh Iy cta sinh vt (didu bién sinh hoc) din dén
tac dung tich cuc 1én su duy tri strc khde va/hodc ngdn ngira bénh. Thuc phém c6 thé
dwoc xem 14 'chirc ning', néu duge chimg minh mot cach 'dﬁy du tac dong co loi cua nod
1én mot hodc nhidu chirc ning cia co thé, ngoai cac tac dung dinh dudng day du, dé lién
quan dén trang thai khée manh va strc khoe, hodc dé giam nguy co bi bénh. Tac dung
¢6 1oi c6 thé bao gdm ca trong viéc duy tri thic day trang thai khée manh hodc strc khoe
va/hodc gidm nguy co tién trién bénh hoic bénh (xem AT Diplock et al: Scientific
concepts of functional foods in Europe: Consensus Document, British Journal of
Nutrition 1999, 81 (Suppl. 1), S1-S27).

Theo sang ché, thuat ngit “dugc thuc pham” dugc du dinh c6 nghia 12 san phim,
ma khong chi bd sung cho khau phan, ma con ciing trg gitip ngén ngira va/hoac diéu tri
bénh va/hodc rdi loan. Thuat ngit ndy dugc ra doi vao nam 1989 béi Stephen L. DeFelice
(MD, nha sang 14p va chu tich ciia Quy cai tién thudc (Foundation for Innovation in
Medicine - FIM)) két hop khai niém "dinh dudng" va "duoc".

Thuét ngit "ta dugc" ¢ ddy duoc dy dinh dung dé chi cac ta duge thong thuong,
tire 1a cac hop chét tro véi thanh phan hoat tinh cua ché pham.

Ta duogc ¢co thé duoc chia thanh céc loai chitc nang khac nhau, phu thudc vao vai
trd cta chung trong ché pham thu dugce, vi du & dang bao ché rén ching c6 thé c6 tac
dung 1am chét pha loang (vi du lactoza, xenluloza vi tinh thé), chit 1am phan ra (vi du
natri tinh bot glycolat, croscarmenloza natri), chit két dinh (vi du PVP, HPMC), chét
boi tron (vi du magie stearat), chét chay (vi du SiO; dang keo) hodc chét tao mui thom
(vi du bac ha, dau chanh). O dang bao ché long, chiing ¢6 thé duoc tac dung nhu dung
moi, ddng dung moi hodc chét hoa tan (vi du propylen glycol, glyxerol, etanol, sorbitol,
dextroza), chét tao dém (vi du natri phosphat), chét khéang vi sinh vat (vi du kali sorbat),
chit lam w6t (vi du polysorbat hodc Tween), chét chéng tao bot (vi du
polydimetylsiloxan-silic  dioxit), chit lam dic (vi du metylxenluloza hodc
hydroxyetylxenluloza) hodc chét tao ngot (vi du sorbitol, axesulfam-K).

Nhu d4 néu, chiét xuét theo sang ché 1a chét khang vi sinh vat va/hodc chét chéng
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tao mang sinh hoc va ¢6 lo1 néu dugc str dung trong viéc diéu tri, phong ngira va/hodc
chin doan nhiém vi sinh vat & ngudi va dong vét.

Do d6 dbi tuong khac ciia sdng ché 1a st dung chiét xut theo sang ché trong viéc
san xuit duoc phém dé diéu tri, phong ngtra hodc chan doan nhiém vi sinh vat. Dugc
phim nay c6 thé dugc hitu dung cho ngudi hodc dong vat.

Theo séng ché, thuat ngit “diéu tri” hodc “viéc diéu tri” dugc du dinh c6 nghia la
cac hoat dong dung dé chira, 1am giam bét cac triéu ching hodc 1am chdm su tién trién
ctia bénh hodc tinh trang bénh ly.

Thuat ngit “phong ngira” hodc “viéc phong ngira” dugc dy dinh dung dé chi cac
hoat dong dung dé giam dén muc ti thidu tdc dong hodc dnh hudng ciia bénh hodc tinh
trang bénh ly. Vi du trong truong hop nhiém vi sinh vat, phong ngira cu thé & day co
nghia la ngan nglra sy bAm dinh va xam chiém cta vi sinh vat gdy bénh vao té bao, md
va co quan.

Thuat ngtr “chén doan” hodc “viéc chin doan” dugc du dinh dung dé chi céac hoat
dong dung dé nhan biét mot loat céc thong s6 sinh ly dé danh gia su c6 mit va muc do
cta bénh hodc tinh trang bénh ly x4c dinh.

Thuét ngit “chit khang vi sinh vat” nhu dugc sit dung & ddy c6 nghia la chét ¢6
thé e ché su phat trién cua-cac t& bao vi sinh vat. Néu cac té bao vi sinh vt 1a cac té
bao vi sinh vat gdy bénh, chit khang vi sinh vat c6 thé duoc st dung 1am thanh phan
hoat tinh cta duoc phdm hodc ché phim tha y dé diéu tri nhiém vi sinh vt & ngudi hodc
dong vat.

Thuét ngit “chit chdng tao mang sinh hoc” dugc sit dung & day co nghia la chat
ma c6 thé e ché su tao mang sinh hoc béi céc té bao vi sinh vét va/hogc tao diéu kién
thuan loi cho su phén tan cia mang sinh hoc tao thanh trudc. Trai véi chét khang vi sinh
vét thong thuong, chat chéng tao mang sinh hoc khdng tac dong truc tiép dén su sdng
cta vi sinh vat va boi vay mong doi ring sw khang cac chét nay s& khong dién ra mot
cach dé dang.

Theo séng ché, thuat ‘ngﬁ’ “hiép ddng” dwoc du dinh dung dé chi tac dung hogc
hoat tinh sinh hoc (& day la khang vi sinh vét hodc chéng tao mang sinh hoc), dugc tao
ra boi chiét xuét cia ché phim thao dugc theo sang ché (tc 1a bao gom it nhét hai loai

thue vat khd dugc chon tir Filipendula ulmaria, Camellia sinensis va Arctostaphylos
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uva-ursi), ma lén hon téng cac tic dung hodc hoat tinh cua cac chiét xudt cua cac thuc
vat kho riéng 1é tuong ing.

| Téc dung hodc hoat ti’nh sinh hoc 16n hon nay co thé dugc minh hoa, vi dy, dbi
Vo1 su urc ché su sinh trudng cda sinh vét phu du (hoat tﬁlh khang vi sinh vat), dbi voi
su c ché tao mang sinh hoc (hoat tinh chéng tao mang sinh hoc) hodc d6i véi nhiéu
ching, trong d6 mot hoac ca hai hoat tinh nay c6 thé dugc nhan biét.

Theo phuong an cu thé cia sang ché, sy nhiém vi sinh vat gdy ra bdi vi khuén, vi
du nhu Escherichia coli, Klebsiella pneumoniae, Listeria innocua, Listeria
monocytogenes, Pseudomonas aeruginosa, Salmonella enterica subsp. enterica serovar
Enteritidis, Salmonella enterica subsp. enterica serovar Typhimurium, Streptococcus
pneumoniae, Streptococcus equi subsp. zooepidemicus, Streptococcus pyogenes, hodc
bi ndm, vi du nhu Candida albicans.

Theo phuong an cu thé khac clia sang ché, nhiém vi sinh vt dugc gy ra bai
Staphylococcus  aureus,  Staphylococcus — epidermidis hodc  Staphylococcus
pseudintermedius.

Staphylococcus aureus, vi khuin gram duong cdng sinh 1a tac nhan gy bénh
chinh ma c6 thé gay ra nhiéu bénh khac nhau & nguoi trong pham vi tir nhiém khuin da
va m6 mém dén nhim khuin mau nang, sbc doc td hodc viém phéi. Staphylococcus
aureus 1a nguyén nhan quan trong cta nhiém khuén lién quan dén bénh vién, va nhiéu
chiing bénh vién cta Staphylococcus aureus da c6 tinh khang chét khang sinh, cu thé
nhat 13 v6i metixilin. Van chua c6 vicxin, nhung cac nd luc quan trong duge thuc hién
dé phat trién liéu phdp mién dich chu dong va thu déng ddi véi cac dich Staphylococcus
aureus khac nhau. |

Pé danh gia cc hoat tinh sinh hoc nay ddi véi chiét xuét clia sang ché va ddi véi
c4c mAu thtr so sanh, nhiéu ching khac nhau da duoc str dung va s€ dugc dé cap trong
phan vi du.

Cu thé 13, cac ching vi khuén sau di dugc st dung dé thur nghiém ca hoat tinh
khang vi sinh vat 1an hoat tinh chéng tao mang sinh hoc cua chiét xut theo sang ché.

ATCC 25923, ciing duoc biét dudi dang Seatle 1945, 1a chung Staphylococcus
aureus duoc sir dung rdng rdi trong nghién ctru ly thuyét (dugc trich dan trong 627 cong

b trong thang 10.2016 (xem NIH-NCBI-Pubmed)). Hoat dong khang chét khang sinh
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clia nd da duoc nghién ciru k§y (vi du xem, Reimer L.G. et al., Antimicrob. Agents
Chemother. 1981 Jun;19(6):1050-5).

ATCC 29213 ciing la chung Staphylococcus aureus dugc st dung rong rai trong
nghién ctu ly thuyét (duoc trich din trong 327 cong bb trong thang 10.2016 (xem NIH-
NCBI-Pubmed)). N6 da dugc stt dung trong nghién ctru mang sinh hoc (xem, vi dy, Ceri
H. et al., J. Clin. Microbiol. 1999 Jun;37(6):1771-6).

ATCC 1228 1a chiing Staphylococcus epidermidis (dugc trich dan trong 101 cdng
b trong thang 10.2016 (xem NIH-NCBI-Pubmed)). Diéu 1é cua luat lién bang (Federal
Regulation: FDA) liét ké chung nay dudi dang sinh vat thit nghi€ém wu tién dbi voi
neomyxin (ciing xem Robertson J.H. et al., Appl. Microbiol. 1971 Dec;22(6):1164-5).

ATCC 43300 1a chiing Staphylococcus aureus dugc phén 1ap tir nghién ctru 1am
sang (dugc trich dan trong 81 cong b trong thang 10.2016 (xem NIH-NCBI-Pubmed),
bao gém Lubenko et al., J. Antimicrob. Chemother. 2008 Nov;62(5):1065-9).

Chung Staphylococcus aureus Newman dugc phéan 1ap vao ndm 1952 tir sy nhiém
khudn nguoi va di dugc st dung rdng rdi trong cdc md hinh dong V@trﬂﬂénl
Staphylococcus do kiéu hinh doc lwc manh ctia n6 (xem Baba T. et al., Journal of
bacteriology, 190 :300-310 (2008)). Trai véi MRSA c¢6 dugc tir bénh vién
(Staphylococcus aureus khang metixilin), Staphylococcus aureus Newman chi ¢6 mot
s6 lugng nhd trinh tu chén vao (insertion sequence - IS) va khong c6 yéu té x4c dinh
tinh khang khang sinh da biét.

Céc chung khac st dung trong cac vi du nay cling thuong duoc st dung trong
nghién ctru Iy thuyét hodc trong cong nghiép dé kiém soat chét luong (quality control -
QC). Phan 16n chung ciing khang metixilin.

Pé tham khao ATCC 33591, xem Reyes N. et al., J. Antimicrob. Chemother.
2006 Aug;58(2):462-5, Epub 30.05.2006. Dé tham khio ATCC 33592, xem Teka A. et
al., BMC Complement Altern Med. 2015 Aug 18;15:286. DPé tham khao NCTC 12493,
xem Carey B.E. et al., J. Antimicrob. Chemother. 2006 Aug;58(2):455-7, Epub
20.06.2006. Dé tham khao ATCC 700698, xem Kirker K.R. et al., Int. J. Antimicrob
Agents, 2015 Oct;46(4):451-5, Epub 09.07.2015. Pé tham khao ATCC 700699, xem Sy
C.L. et al., J. Clin. Microbiol. 2016 Mar;54(3):565-8, Epub 16.12.2015. DPé tham khao
ATCC 9144, xem Carson C.F. et al, Antimicrob. Agents Chemother. 2002
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Jun;46(6):1914-20. DPé tham khao ATCC BAA-44, xem Monecke S. et al., PLoS One.
2011 Apr 6;6(4):€17936. Pé tham khao ATCC 14990, xem Bernardo T.H. et al.,
Scientific World Journal. 2015;751791, Epub 03.06.2015). Pé tham khao ATCC 49444,
xem Ramsey K17 et al., J Food Prot. (2010). Pé tham khao ATCC 60193, xem Petrikaite
V et al., Medicina (Kaunas). 2007;43(8):657-63. DPé tham khao ATCC 11775, xem
Usman H et al., Afr J Tradit Complement Altern Med. 2007 Jun 10;4(4):488-94. bé
tham khao ATCC 13883, xem Supardy NA et al., J Microbiol Biotechnol. 2012
Jun;22(6):872-81. Ppé tham khao ATCC 33090, xem Le Marc Y et al., Int J Food
Microbiol. 2002 Mar;73(2-3):219-37. Dé tham khao ATCC 19115, xem Vodnar DC.,
Chem Cent J. 2012 Jul 28;6(1):74. doi: 10.1186/1752-153X-6-74. Dé tham khao ATCC
27853, xem Reimer LG et al., Antimicrob Agents Chemother. 1981 Jun;19(6):1050-5.
Pé tham khao ATCC 13076, xem Fioretto F et al., Braz J Med Biol Res. 2005
Aug;38(8):1259-65. Epub 30.07.2005. DPé tham khao ATCC 13311, xem Leguérinel I
et al., Int ] Food Microbiol. 2007 May 1;116(1):88-95. Epub 13.01.2007. Dé tham khao
ATCC 27336, xem Chen S et al., Appl Environ Microbiol. 2013 Jul;79(13):4015-23.
doi: 10.1128/AEM.00704-13. Epub 19.04.2013 Apr 19. DPé tham khao ATCC 43079,
xem Farrow JA va Collins MD., Syst. Appl. Microbiol. 5: 483-493, 1984. Dé tham khao
ATCC BAA-1323, xem Svensson Mikael D et al., Microbiology 148: 3933-3945, 2002.

Thuc phim b6 sung, duqc thuc pham, dugc pham hozc m§ pham ctia séang ché
c6 thé dugc bao ché mot cach thich hop ddi véi cac duong ding khic nhau. Céc dudng
dung nay bao gém: tai, ma, da, rang, mili, mét, miéng, miéng—héu, truc trang, ho hép (hit
va0), dudi ludi, cuc bd hodc am dao.

N6i chung, cic ché phim chira chiét xudt theo sang ché dugc sir dung véi "lugng
¢6 hiéu qua diéu tri".

Déi v6i muc dich cua phén mo ta ndy va yéu cAu bao ho sau, thuat ngft "chira"
ciing bao gém thuat ngit "co ban gdm" hodc " gdm".

Luong ché phim dung thuc té s& thuong duoc xac dinh bdi bac s§, theo trudng
hgp c6 lién quan, bao gdm tinh trang can duoc diéu tri, duong dung da chon, ché phdm
thyuc t& duoc dung, tudi, trong lugng co thé va dép Gmg cua ting d6i tuong, mirc nghiém
trong cua céc tri€u chung cua d6i twong va tuong tu. Déi voi ché pham bét ky, lidu c6

hidu qua diéu tri c6 thé dugc danh gid ban dau trong cac thit nghiém nudi cdy t€ bao
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hoic & cdc md hinh déng vét, thuong la chudt nhét, chudt, chuot lang, thé, chd, hodc
lon.

M6 hinh dong vat cling co thé dugc str dung dé xac dinh khoang ndng do thich
hop va dudng ding. Tiép dé, thong tin nay c6 thé duge st dung dé xéc dinh liéu hitu
dung va duong dung & nguoi. Trong viéc tinh lidu twong duong & ngudi (Human
Equivalent Dose - HED) @2 xuét sir dung bang chuyén dbi c6 trong Sach huéng dan vé
cong nghiép va tai liéu nguoi binh pham (2005, U.S. Food va Drug Administration,
Rockville, Maryland, Hoa Ky).

Theo sang ché, lidu luong chiét xuit dé duge ding cho ngudi ¢6 thé duge diéu
chinh theo ché phém thao duoc dung dé didu ché no va, do vay lugng cta thyc vat kho
riéng 1¢ da nghién ¢6 trong ché pham thao dugc. Thong thudng, tir 0,001 dén 500g cia
mdi loai thuc vét khd da nghién dugc dung dé bao ché chiét xuét cubi, tiry ¥ tir 0,01 dén
100 g. Chiét xut nay c6 thé duge st dung nhu hodc & dang dong kho, 1am kho hodc lam
kho dong lanh & dang ché phflm cudi dung dé sir dung cho nguoi hodc dong vat hodc c6
thé dugc pha lodng thém. |

Liéu lugng c6 hi€u qua chinh x4c cho d6i tuong nguoi s€ phu thudc vao mirc
nghiém trong ctia bénh hodc trang thai, sitc khoe chung cia dbi tuong, tudi, trong lugng
va gi¢i tinh cua dbi tugng, ché d6 an kiéng, thoi gian va tan sudt sir dung, cac liéu phap
ddng thoi khac, dd nhay phan ang va mtc dung nap/dap Gmg véi liéu phéap. Lugng nay
¢6 thé duge xac dinh bang thir nghiém thong thuong va trong sy danh gid clia bac sy
lam sang.

Diéu trj theo lidu c6 thé 1a lich biéu don lidu hogc lich biéu da liéu.

Péi tuong khac cuia sdng ché 12 quy trinh diéu ché chiét xuit theo sang ché. Quy
trinh ndy co ban bao gdm cac budc sau:

a) bam hodc nghién riéng biét hodc két hop it nhét hai loai thuc vt
kho riéng 1& dé thu duge bot thuc vat tuong tng;

b)  tron it nhét hai loai bt thuc vét khac nhau dé thu duge ché phim
thao duoc;

c) bd sung dung moi chiét vao ché phim thao dugc nay dé thu duoc
ché pham 16ng twong tmg (hodc chiét xuét);

d)  ché phim 16ng ndy & nhiét do phong trong thoi gian nim trong
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khoang tir 5 dén 15 phut; tuy ¥,

¢)  gianhiét ché phim 16ng & nhiét do nim trong khoang tir 60°C dén
134°C trong thoi gian nim trong khoang tir 5 dén 60 phut; ty ¥,

f) ly tdm, thu gom phé”m dich ndi va loc phﬁn dich nbi da thu gom; va,

ty y,

g)  co dic va/hodc 1am khd hodc lam kho dong lanh ché phdm 16ng thu

duoc tir budce e) hodc f).

Theo sang ché, thuat ngit "ché pham dong kho" s& dung dé chi ca chiét xuit dugc
lam kho dong lanh (khtr-kht nuée) va chiét xudt dugc 1am kho theo séng ché.

Céc loai thuc vat kho riéng 1€ 1a cac san phim throng mai ma c6 thé dugc mua
duéi dang mot ph?m cua tap hop thuc vat kho cta nha thudc hodc ctra hang thao dugc.
Danh sach cua tap hop thuc vat kho co sin & mdi nha thudc hodc cira hang thao dugc
lva chon va thuc vat kho c6 trong tap hop nay ¢o6 thé thay ddi tir nudc nay sang nudc
khac.

Vi du, Bi, Phap va Y, quyét dinh vao nam 2012 két hop bat budc dé phat trién
danh muc thuc vat chung, sy st dung cta chung c6 thé dugc cho phép, voi diéu kién 1a
cac nha san xudt dap tng cac yéu cau chit luong theo luat chau Au (EC Regulation
852/2004). Nho sy lam viéc cham chi ciia ba chuyén gia dugc cong nhan (Robert Anton,
Luke Delmulle va Mauro Serafini) du 4n nay dan dén ViéC thanh 18p danh sach gdm
1029 loai thuc vat va 11 loai nim (xem danh muc BelFrit at

http://www.economie.gouv.fr/files/files/directions_services/dgccrf/imgs/breve/2

014/documents/harmonized list Section A.pdf)

Dudi day sang ché s& dugc mo ta dbi voi cac vi du khong giéi han sau.
Vi du thwe hién sang ché
Danh sach thuc vét st dung trong céc vi du

Cac thuc vat va cac phén cla cac thuc vat trong danh sach sau da dugc st dung
trong cac vi du khéac nhau. Vi ly do nhét quén, mdi thue vat duoc xac dinh béng mot ma
duoc st dung khip cac vi du. Khéi lugng twong tmg v6i 200 pl (thé tich cta thia dinh
lugng) cta bot thuc vat cling dugce thé hién (Bang 0-1). Thuc vat kho loai dugc dung
PAOO dén PB12 thu duoc tir “Pharmacie Fontgiéve” (Clermont-Ferrand, Phap) va thuc
vat kho loai duoc dung PB13 dén PD08 thu duoc tir “Pharmacie St Herem” (Clermont-

-18-



37249

Ferrand, Phap). Khi dugc thé hién trong vi du, cac thuc vét ciing thu dugc tu
“Herboristerie Cailleau” (Chemillé, Phap) hodc tir Siccarapam (Aubiat, Phap).

Bang 0-1: Danh sach thuc vat voi cac ma lién quan va khéi luong ctia bdt cho

mot thia dinh lugng
: Khéi : Khbi
Ma3 thuc | Tén thuc | Phén su M3 thuc | Tén thuc vat | Phéan su
luong luong
vat vat hoc dung vat hoc dung
(2 (2
Sambucus Tabebuia
PAOO hoa 0,0684 | |PB32 _ vé cay |0,0775
nigra impetiginosa
phan
Plantaga Glechoma
PAO1 hat 0,1357 | |PB33 trén 0,0601
afra hederacea
khong
phan phan
Equisetum Cetraria
PA02 trén 0,0578 | |PB35 trén 0,0776
arvense islandica
khong khong
Aloysia Rubus
PAOS 14 0,0712 | |PB36 14 0,0553
citrodora idaeus
Glycyrrhiz | Fraxinus
PA06 ré 0,0774 | |PB38 1a 0,1241
a glabra excelsior
Camellia Lavandula
PAO7 _ _ la 0,07 PB39 hoa 0,0207
sinensis angustifolia
phan
Solidago Cassia
PAOS . trén 0,0394 | |PB41 qua 0,0568
virg aurea angustifolia
khong
Taraxacu
N Fragaria
PA10 |m ré 0,0585 | |PB42 14 0,0692
vesca
officinale
Rheum ré va Aspalathus
PA11 _ 10,1016 | [PB45 14 0,0684
palmatum |than ré linearis
Rosmarinu Trigonella
PA12 14 0,0545 | |PB46 hat 0,1342
s foenum-
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officinalis graecum
Filipendul Foeniculum
PA13 hoa 0,095 PB47 qua 0,0818
a ulmaria vulgare
Satureja Alkanna N
PA14 14 0,0619 | |PB48 _ ré 0,0606
montana tinctoria
Calendula Mentha
PA15 canh hoa [0,0383 | |PB49 1a 0,0694
officinalis spicata
phan
Salvia Eupatorium
PA16 la 0,0415 | |PB50 trén 0,0529
officinalis cannabinum
khong
phan
Passiflora Echinacea .
PA17 | trén 0,0423 | |PB51 ré 0,0915
Incarnata purpurea
khong
Plantago Eucalyptus
PA18 14 0,0626 | |PB55 14 0,0666
lanceolata globulus
Tussilago Rosaxcentifo
PA19 cum hoa |0,0494 | |PB57 nu 0,0819
farfara lia
Valeriana | _ Solanum
PA20 e 0,1142 | |PB58 than 0,0709
officinalis dulcamara
Camellia Arbutus
PA21 . 14 0,135 PB60 la 0,0891
sinensis unedo
Vitis 5
_ phan
vinifera Borrago
PA22 14 0,0762 | |PB61 trén 0,0754
var. officinalis
L khong
tinctoria
Eleutherococ
Thymus N
PA23 la 0,0373 | |[IPB76 |cus ré 0,0571
vulgaris
senticosus
Cassia Cupressus
PA24 ~ |lanon |0,0648 | PB77 nhéan 0,0862
angustifoli semperviren
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a S
Tilia ~ Curcuma .
PA25 dac go |0,0391 | |PB78 ré 0,0946
cordata longa
phan )
Thymus Cuminum
PA26 trén 0,0442 | |PB79 _ qua 0,1109
serpyllum cyminum
khong
Tilia . Salvia
PA27 14 bac 0,0775 | |PB81 1a 0,0536
tomentosa officinalis
Rubus )
PA28 14 0,0463 | |PB82 |Salix alba vo cay |0,0522
idaeus :
Fucus _ phan
mang Saponaria
PA29 |vesiculosu 0,1702 | |PB&3 trén 0,0602
mong officinalis
S khong
Lavandula phan
Lythrum
PA30 |angustifoli | hoa 0,0216 | |PB&5 _ trén 0,0581
salicaria
a khong
Trigonella
Citrus limon
PA31 |foenum- |hat 0,1043 | |PB86 vo qua |0,098
(L) Burn.f.
graecum
Lotus han han
P Centella P
PA32 |corniculat |trén 0,0497 | |PB88 trén 0,0685
asiatica
us khong khong
Handroant
hus Plantago
PA33 | ~ |vécay |0,0814 | |PB92 hat 0,1266
impetigino ovata
sus
Viscum Agropyrum -
PA34 la 0,0783 | |PB97 thanre |0,0555
album repens
Fumaria |phan Cichorium
PA35 0,0661 | |[PB98 la 0,0715
officinalis |ngon n¢& intybus
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hoa
Humulus Potentilla
PA36 qua 0,0307 | |PB99 . 14 0,0298
lupulus anserina
Fraxinus Quercus
PA37 1a 0,0647 | [PCO1 vo cdy (0,06
excelsior robur
phan
Cytisus Chelidonium
PA38 hoa 0,0253 | |PCO02 trén 0,0608
scoparius majus
khong
Foeniculu Prunus ,
PA39 qua 0,081 PC04 cuong |0,0199
m vulgare cerasus
Origanum Asparagus .
PA40 14 0,0345 | |PCO6 o ré 0,0812
majorana officinalis
Citrus
Medicago
PA41 |aurantium |14 0,0574 | |PCO8 _ hat 0,113
sativa
var. dulcis
phan
Hyssopus
PA44 ngonnd |0,0677 | |PC11  |Juglans regia |14 0,0641
officinalis
hoa
Mentha x Olea
PA45 14 0,07 PC12 1a 0,0561
piperita europaea
Melissa Myrtus
PA46 1a 0,0747 | |PC14 la 0,0716
officinalis communis
Fragaria |toan b0 Trifolium
PA47 0,0692 | |PC15 hoa 0,0484
vesca cay rubens
Phaseolus Curcuma N
PA48 qua 0,0608 | |PC17 thanre |0,077
vulgaris zedoaria
phan
Marrubiu Vitis vinifera
PAS1 trén 0,0457 | |PC19 14 0,0695
m vulgare var. tinctoria
khong
PA52 |Malva hoa 0,0355 | |PC20 |Eugenia nhanh |0,0852
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sylvestris caryophyllus
Citrus
Althaea N
PAS53 aurantium |canh hoa [0,0851 | |PC21 ré 0,0642
officinalis
var. dulcis
Ginkgo Alpinia .
PASS 14 0,0701 | |PC22 thanré |0,0658
biloba officinarum
Lamium Ginkgo
PAS57 hoa 0,0591 | |PC23 14 0,0775
album biloba
Olea Panax 5
PA60 14 0,0572 | |PC24 ' ré ngang | 0,1782
europaea ginseng
Ilex _
Zingiber N
PA61 paraguarie |14 0,0598 | |PC25 thanre |0,078
officinale
nsis
Artemisia Juniperus
PA62 14 0,0447 | |PC26 qua 0,0505
vulgaris communis
Epilobium phan phan
' Geranium
PA67 |parvifloru |trén 0,0549 | |PC27 A trén 0,0639
robertianum
m khong khong
Chamomil Gentiana .
PA69 cum hoa [0,0399 | |PC28 ré 0,0992
la recutita lutea
Sisymbriu | phan
Rubia N
PA70 |m trén 0,0334 | |PC29 ré 0,0868
tinctorium
officinale |khong
Asparagus | _ Jasminum
PAT72 ré 0,0523 | |PC32 hoa 0,0616
officinalis officinale
Pimpinella Combretum
PAT3 qua 0,0993 | |PC33 _ 14 0,0769
anisum micranthum
Ribes Satureja
PA74 _ qua 0,0769 | |PC34 14 0,0715
nigrum montana
PA75 |Crataegus |phan 0,0656 | |PC35 |Cassia lanon |0,0881
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oxyacanth |ngon nd angustifolia
a hoa
Chamaem phan
Verbena
PA76 |elum cum hoa [0,0193 | |PC36 trén 0,0603
officinalis
nobile khong
Eucalyptu Lippia
PA79 P 14 0,0703 | |PC37 P 1a 0,0813
s globulus citrodora
Prunus ; Veronica
PA80 cubng |0,0141 | [PC38 toan bd |0,0781
cerasus officinalis
Acorus N Calendula  |canh
PA81 thanré |0,0631 | |PC41 0,0523
calamus ' officinalis hoa
Calluna Sambucus
PAS82 hoa 0,0493 | | PC42 vo cay [0,0593
vulgaris nigra
phan
Papaver Solidago
PAS83 canh hoa [0,0278 | |PC45 ‘ trén 0,0612
rhoeas gigantea
khong
phan
Cumimum Tanacetum
PAS5 . qua 0,102 PC49 trén 0,0577
cymimum vulgare
khong
Centauriu |phan phan
Galium
PA86 |m trén 0,0591 | |PC50 , trén 0,041
odoratum
erythraca |khong khong
Vaccinium Rhamnus
PA88 qua 0,0939 | |PC51 vo cay |0,0726
myrtillus frangula
Vaccinium
PA&9 _ la 0,0711 | |PC52 Betula alba |vocdy |0,0806
myrtillus
Angelica
. Verbascum
PA90 |archangeli |qua 0,0388 | |PC53 vo cay |0,0435
thapsus
ca
Borago Peumus
PA92 hoa 0,067 PC54 4 14 0,0695
officinalis boldus
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phan
Alchemill Centaurea canh
PA93 trén 0,0588 | |PC55 0,0456
a vulgaris cyanus hoa
khong
phan
Artemisia Ilicum
PA94 . ngon nd | 0,431 PC57 qua 0,1027
pontica verum
hoa :
Ilicium Inula 5
PA95 qua 0,0793 | |PC58 ré 0,0904
verum helenium
Chrysanth . .
phéan Cinnamomu
ellum
PA96 trén 0,0768 | |PC60 |m vo cay |0,1374
americanu
khong zeylanicum
m
Harpagop
hytum N Chamaemelu
PA97 ré 0,0853 | |PCol hoa 0,0316
procumbe m nobile
ns |
phan
Betula Calamintha
PA98 14 0,0633 | |PC62 . trén 0,0726
pendula officinalis
khong
phan
Plantago Arctostaphyl
PA99 trén 0,0718 | |PC63 la 0,088
lanceolata osuva-ursi
khong
Agropyru - Ononis .
PB00 thAnré |0,0646 | |[PC64 ré 0,0832
m repens : spinosa
Carum Calluna
PBO1 qua 0,1089 | |PC65 hoa 0,0446
carvi vulgaris
Buxus
PB02 |sempervir |l4 0,0631 | |PC66 |Morus nigra |la 0,1032
ens
Cichorium | _ Hypericum phan
. ré 0,1513 | |PC67 0,0829
B03 endivia perforatum |ngon n¢

-25-




37249

hoa
phan
Rosa Achillea
PB04 qua 0,1227 | |PC68 ngon n¢ |0,0332
canina millefolium
hoa
phan
Silybum Mentha x
PBOS trén 0,0502 | |PC70 o 14 0,071
marianum piperita
khong
phan _
Asperula : Melissa
PB06 trén 0,062 PC71 14 0,0847
odorata officinalis
khong
Desmodiu
m Cochlearia
PBO7 14 0,0493 | |PC72 hoa 0,0497
adscenden officinalis
S
Combretu
m Malva
PBO08 la 0,0709 | |PC73 hoa 0,0615
micranthu sylvestris
m
Peumus Cynara
PB09 lachét ]0,0574 | |PC74 14 0,0458
boldus scolymus
Rhamnus Arnica
PB10 vo cay 10,0682 | |PC75 hoa 0,0254
frangula montana
phan
Arctium . Artemisia
PB11 ré 0,1166 | |PC76 trén 0,0289
lappa vulgaris
khong
Arctostaph
ylos Angelica
PB12 la 0,122 PC78 toan bd |0,0909
uva archangelica
-ursi
PB13 |Cichorium |ré 0,0924 | |PC79 | Anethum qua 0,1335
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intybus graveolens
phan
Fragaria i _
PB14 thAnre |0,0529 | |PC82 Ballota nigra | trén 0,0368
vesca '
khong
Citrus
aurantium Origanum
PB15 voqua |0,0817 | |PC83 la 0,0539
var. majorana
dulcis.
Elettaria .
dau
PB16 |cardamom |qua 0,0606 | |PC84 |Zeamays 0,0632
nhuy
um
phan
Althaea Agrimonia
PB17 14 0,0302 | |PC86 trén 0,0721
officinalis eupatoria
khong
phan
Malva Levisticum
PB18 14 0,0809 | |PC88 trén 0,0848
sylvestris officinale
khong
Althaea Phaseolus
PB19 14 0,0322 | |PCY9%4 qua 0,0686
officinalis vulgaris
han han
Tilia P Hieracium P
PB20 ngon nd |0,0596 | |[PC97 trén 0,0406
cordata pilosella
hoa khong
_ phan
Betula Parietaria
PB22 14 0,0609 | |PC98 trén 0,0349
pendula officinalis
khong
phén
Tilia N Passiflora
PB24 dac go 10,0368 | |PC99 trén 0,0817
cordata incarnata
khong
Fucus
mang Rumex .
PB25 |vesiculosu 0,1119 | |PD00 _ ré 0,1208
mong patientia
s
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Borago Petroselinum
PB26 hoa 0,0342 | |PDO02 . qua 0,1084
officinalis crispum
phan
Vaccinium
PB27 qua 0,1553 | |PD05 |Urtica dioica |trén 0,0584
myrtillus .
khong
Verbascu Cola
PB28 hoa . 0,045 PDO06 _ nhan 0,1556
m thapsus acuminata
Capsella phan
Citrus
PB29 canh hoa |0,0477 | |PD07 |bursa- trén 0,0535
aurantium
pastoris khong
phéan phéan
Galega Centaurea
PB31 trén 0,0678 | |PD08 trén 0,058
officinalis erythraea
khong khong

Phuong phép bao ché ché pham thao dugc (Phuong phéap A)

MB&i loai thuc vat kho duoc nghién bang cich st dung méy nghién hat ca phé
(Loai 8100, SEB, Phéap). Bot thu dugc (bt thuc vat) duoc sang br?mg cach st dung sang
mét ludi 2 mm va duogc bao quéan trong binh chira dung tich 60 ml (Labbox, Phap).

Hon hop cua céc loai thuc vat kho da nghién khac nhau (hoac bot thuc vat) duge
diéu ché bang cach thu gom thé tich c¢b dinh ctia bot thuc vat bang thia dinh lugng cho
phép thu gom 200 pL bot. Khéi luong cua thé tich da thu gom phu thudc vao bot loai
thuc vét cu thé (xem Bang 0-1).

Céac hon hop tron hodc hdn hop nay cua cac loai thuc vat kho da nghién khac
nhau (hodc bot thuc vat) cling nhu céc loai thuc vat kho riéng 1€ & day s€ dugc goi la
"ché pham thao duoc".

Phuong phap diéu ché chiét xuit chita nude (trong phéan vi du nay ciing duge goi la
“mAu thtr da xir 1y”, “chiét xuit” hodc “chiét xuét hon hc_)rp”) (Phuong phéap B)

Céac ché phém thao dugc nay dugc dua vao 6ng falcon 50 ml (Falcon, Hoa Ky)
va 20 ml hodc 40 ml (nhu dugc thé hién trong céac vi du) dung dich nuéc sudi loai bd
dudng (Volvic, Phap) chira 100g/1 sucroza loai bd dudng (Daddy, Phap) duoc bd sung.

Viéc lua chon sucroza loat bd dudng va nudc chir khéng phai thir twong tu loai khoa
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hoc cta chung dugc dat ra bdi muc tiéu cé duogc ché phém an duoc nam trong nhém
“huong liéu” ma co thé dugc sir dung truc tiép theo Quy dinh (EC) sb6 1334/2008 ngay
16.12.2008 vé& huong liéu va c4c thanh phan thuc phdm nhat dinh ¢6 tinh tao mui thom
dé str dung trong va trén thuc pham.

MBbi 6ng falcon chira ché pham long nay dugc khudy bing cach st dung thiét bi
tron xody (ThermoFisher, Hoa Ky) trong 10 gidy, i & nhi¢t d0 phong trong 10 phut va
duoc dua vao ndi hip (MED 12, JP Selecta, Ty Ban Nha) va dugc cho qua chu trinh
tiét tring 20 pht & 119° hoge 121°C, nhu dugc thé hién. Sau khi 1am ngudi, ché pham
d4 tiét trung duoc gift & -20°C cho dén khi st dung.

Khi thao tac, ché phdm nay dugc lam tan bang ¢ 37°C. Ché phim nay dugc ly
tam & toc do 4000 V(‘)ng/phl’it trong 10 phat (Multifuge 35-R, Heraeus, Dtrc) hodc u ¢
nhiét do phong dé ling gan (nhu dugc thé hién trong céé vi du). 2 mL phan dich nbi
dugc thu gom béng bom tiém 10 mL va dugc loc béng cach sir dung bd loc 0,2pM
(Minisart Syringe Filters, Sartorius, Ptrc) va dugc thu gom trén 6ng Eppendorf 2mL.
Ché pham d tiét trung con lai dugc gitt ¢ -20°C d€ st dung thém.

Céc mau thir thu dugce nay & day ciing s& dugc goi la “mau thtr da xir 1y va s&
duogc xac dinh boi cung mot tén hodc ma dugce dit cho ché phém thao dugc tuong Ung
(vi du tén “Hon hgp[2P]-1” s& dugc sur dung dé x4c dinh ché pham thao dugc va chiét
xuét (hoac mau thr da xi 1y) twong tmg, v6i d6 hoat tinh sinh hoc duge xéac dinh).
Phuong phap xé4c dinh hoat tinh khang vi sinh vat va hoat tinh chéng tao mang sinh hoc
~ (phuong phéap C)

Hoat tinh sinh hoc ctia mdi mau thr d3 xt ly dugc xac dinh béng cach st dung
céc ching duoc thé hién trong mdi thir nghiém (hodc vi du). Déi véi mdi phép do, mdi
chiing vi khuan dugc bdo quan & -80°C trén vong hat lanh (Technical Service, Anh)
duoc cdy trén dia aga TS (Tryptic Soy Broth, Sigma, Hoa Ky; Agar, Fisherbrand, Hoa
Ky)vatu ¢ 37°C qua dém. Mot s6 khuan lac dugc thu gom béng cach sir dung vong céy
va nam lo ling trong dung dich nudc mudi. M4t d6 quang dugc do va su pha loang duoc
thuc hién trong canh TS dé thu duoc néng do 2x10°3 vi khudn/mL d6i v6i ching
Staphylococcus aureus va Staphylococcus pseudintermedius, 2x10° vi khuén/mL dbi
véi Staphylococcus epidermidis.

Hoat tinh sinh hoc ctia mdi mau thtr da xu ly dudc do trén dia 96 giéng, bing
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céch st dung cac chung duge thé hién trong mi thir nghiém (hogc vi dy) va mAu doi
ching khong c6 vi khudn. Mdi giéng chira 190uL canh TS dugc cdy véi 105 vi
khuAn/mL ddi véi ching Staphylococcus aureus va Staphylococcus pseudintermedius,
10° vi khudn/mL dbi vé6i Staphylococcus epidermidis (hodc & ndéng do duoc thé hién
trong cac vi du i v6i tht ca cac loai khac) hodc khong c6 vi khuén ddi v6i miu ddi
ching va mau thir da xir Iy da dugc pha loang hodc mau déi chimg 4m (dung dich
sucroza & 100g/1 khong c6 loai thuc vat bat k) & ndng do cudi 1:10, 1:20, 1:40 va 1:80
ho#ic ¢ 1:20, 1:63 va 1:200 (nhu dugc thé hién trong cic vi dy).

Mbi dia dugc u trong 17 gio ¢ 37°C trong thiét bi t (HettCube 400, Hettich, Dtc).

Viéc do dugce thuc hién trén co s phan tich béng phén mém ImageJ (NIH, Hoa
Ky) (nhung phan mém tuong duong khac bat ky ¢6 thé duge st dung) hinh anh cta cac
dia thu duoc bang cach sit dung may quét tai liéu thuong mai (V 220, Epson, Nhét Ban).
Hinh anh cta cac dia duoc bb tri ving quét c6 duge & 600dpi bang cach st dung phan
mém dugc cip v6i may quét. D6i v6i mdi dia thi thu duge 3 hinh anh: hinh anh thir nhét,
tru6e khi 0 (TO), hinh anh tht hai sau khi 4 17 gio' (Tf), va hinh anh thtr ba sau khi
nhuém mau tim tinh thé (Crystal Violet - CV) nhu dugc m6 ta trong bai Optimization
of microtitre plate assay for the testing of biofilm formation ability in different
Salmonella serotypes (Agarwal, RK. et al, International Food Research Journal
18(4):1493-1498, 2011).

Déi voi mdi giéng quan tam, 1in luot tr hinh anh tht nhét, hinh anh tht hai va
hinh anh tht ba, cac vung tron cia dudng kinh, lan luot 14, 14 va 76 diém anh, dugc
dinh tam so v&i giéng, khéc biét boi viée st dung macro ImagelJ dé tinh 1an luot gié tri
trung binh M1 va M2 cua céac diém anh cuong do nho hon 1% cla ving va gid tri trung
binh M3 ctia tAt ca cac diém anh cta ving. D duc cta dung dich vi khun trong giéng
dugc suy ratu M1 va M2 bang cach sir dung dudng cong tham chiéu thu duoc trong thir
nghiém doc 14p trong do gid tri trung binh cta cac diém anh cudng dd nhé hon 1% cua
vung duong kinh 14 didm anh duoc do tir cac giéng chira cac dung dich vi khuan c6 do
duc da biét. Mat do quang cta dung dich tim tinh thé trong giéng dugc suy ra tir M3
bang cach st dung dudng cong tham chiéu thu duoc trong thtt nghiém doc 14p trong dé
gia tri trung binh cua cac diém anh cua ving duong kinh 76 diém anh dugc do tur cac

giéng chua cac dung dich vi tim tinh thé c6 mat do quang da biét.
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D6i v6i mbi miu thir da xtt 1y va vi khudn nhét dinh, MIC dugc x4c dinh tir dung
dich pha long trc ché cao nhét (highest inhibitory dilution - HID) trong s 4 dung dich
duogc thr nghiém (1:10, 1:20, 1:40, 1:80) cua mau thtr d3 xr Iy ma ngan chan sy xuét
hién phat trién nhin thdy duoc trong 17 gio. “0” 1a khi khong mot dung dich thir nghiém
nao ngan chan sy phat trién vi khuan.

P&i voi mdi giéng chira mAu thir d& xtt Iy va vi khudn nhét dinh, tj 16 phan tram
&re ché su phat trién vi khudn sinh vét phit du duge thiét 14p theo cong thirc dudi day:

(Fc ché su phat trién ctasinh  vat pht du (%)
_ ( B Tf(r~n§u thir da xti 1y) — TO(m?ilu thir da xit 1y) ) .+ 100
Tf(mAu d6i chitrng am) — TO(mAu ddi chirng am)

trong d6 Tf(mAu thtr da x 1y) 1 d¢ duc tlr hinh anh th{r hai cua giéng mau tht,
TO(mAu thir da xi 1) 1a do duc tir hinh anh thir nhat cla giéng miu thir, Tf(mau dbi
chirng 4m) 1a d6 duc tir hinh anh tht hai cua giéng chira cing mot vi khuén ma khong
¢6 mAu thir da xit 1y, TO(mAu déi ching 4m) 1a do duc tir hinh anh thir nhat clia cung
mdt giéng mau tha.

Péi v6i mdi giéng chira mau thir da xit Iy va vi khudn nhat dinh, ty 1¢ phan trim
{rc ché tao mang sinh hoc (inhibition of biofilm formation: IBF) dugc thiét l4p theo cong
thirc dudi day:

(Fc ché tao mang sinhhoc (%)
B < B CV(mAau tht da xt ly) — CV(rflﬁu thr doi cht’rng)) .+ 100
CV(dédi chirng am) — CV(mau thir d6i chiing)

trong d6 CV(mau tht da xt ly) 1a OD tir hinh anh thi ba cta giéng mau thu,
CV(mAu dbi ching am) 1a OD tir hinh anh thu ba ctia giéng chira cing mdt vi khuén
khéng c¢6 mau thi da xir ly, CV(mau thir d6i ching) 1a OD ciia hinh anh thir ba cua
giéng chira cing mot mau thtt hodc mAu ddi ching 4m & cing mot mc pha loang khong
¢6 vi khudn bat ky. Tri sb am cta IBF nghia la hdn hgp thtt nghiém thuc day su tao
mang sinh hoc.
Vidul _

Vi du nay thé hién hoat tinh khang vi sinh vat va chéng tao mang sinh hoc déng
thoi dbi véi Staphylococcus aureus cla ché phidm md ta gbm 2 thuc vt trong s6 3 thuc

vat: Filipendula ulmaria, Camellia sinensis, Arctostaphylos uva-ursi. Thuc vat kho loai
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duogc dung thu dugc tir “Herboristerie Cailleau” (Chemillé, Phép).

Bit dau tir ba loai bot thuc vat khac nhau nay thi sau ché phém thao duoc duoc
bao ché theo phuong phap A da néu & trén, lugng cua ching dugc thé hién trong Bang
1-1. |

Bang 1-1: Céc ché phim thao dugc ctia mu thir da xir ly

Ché phdm thao | PA13 | PA21 |PBI2
duoc (sb thia) | (sb thia) | (sd thia)
PA13 1

PA21 1

PBI12 1
Hon hop[2P]-1 1 1

Hon hop[2P]-2 1 1
Hon hop[2P]-3 1 1

Nhur duge thé hién trén bang 1-1, ba ché phdm théo dugc thir nhat chi chira bt
g@)m mot loai thuce vét, trong khi ba ché phém cudi chira hai trong sb cac bot gém ba loai
thuc vat khac nhau.

Bét dau tir mdi ché phim thao dugc néu trong bang 1-1 mau thtr d3 xir 1y tuong
ung dugc bao ché theo phuong phap B néu & trén bang cach st dung 20mL nuge chira
100g/1 sucroza dé chiét bang nudc va bao gbm bude ly tAm trude khi loc.

Ty 18 phan trim Gc ché phat trién vi khuén sinh vt phu du va tc ché tao mang
sinh hoc clia mau thu da xt 1y cta 2 hdn hop thuc vat va cac loai thuc vat riéng biét
duoc két hop cua vi du 1 néy & muc pha loang 1:10 dugc xac dinh bang cach st dung
cic chiing Staphylococcus aureus sau: ATCC 25923 va ATCC 29213, theo phuong phap
C néu & trén va dugc néu trong Bang 1-2.

Bang 1-2: Su uc ché phat trién sinh vat phi du va tao mang sinh hoc (IBF) cua
mau thtr hdn hop 2 loai thue vat da xt ly va mau thr d3 xir Iy cua 1 loai thyc vat & mirc

pha loang 1:10

PA13 PA21 |Hon hop[2P]-1

U’ ché phat trién sinh vat

ATCC 20% 26% 82%
phu du

25923 L _
Uc ché tao mang sinh hoc ~ |32% 44% | 78%

-32-



37249

U’ ché phat trién sinh vat

ATCC 16% 27% 100%
phu du

29213 L _
U'c ché tao mang sinh hoc  [33% 17% 85%

PA21 PB12 |Hon hop[2P]-2

Uc ché phat trién sinh vt

ATCC 26% 17% 104%
phu du

25923 L ;
U'c ché tao mang sinh hoc  [44% 51% 88%
Uc ché phat trién sinh vat

ATCC 27% 8% 100%
phu du

29213 | .
Uc ché tao mang sinh hoc 17% 28% 83%

PA13 PB12 |Hon hop[2P]-3

Uc ché phat trién sinh vat

ATCC 20% 17% 82%
phu du

25923 L _
Uc ché tao mang sinh hoc ~ [32% 51%  |93%
U ché phat trién sinh vat

ATCC 16% 8% 66%
phu du _

29213 | §
U’ ché tao mang sinh hoc 33% 28% 78%

PA13, PA21 va PB12 c6 tac dung khéng sinh da biét. Mirc trc ché sw phét trién
sinh vat phu du (< 27%) va tao mang sinh hoc (< 51%) han ché dugc do & mirc pha
loang 1:10, trong khi do, 3 ché phim thom gbm chiét xuét ctia hdn hop 2 loai thuc vat
thé hién tic dung khang vi sinh vat (> 66%) va tac dung chong tao mang sinh hoc (>78%)
trén ca hai chung thir nghiém, ATCC 25923 va ATCC 29213.

Déi véi tt ca cac hdn hop (Hon hop[2P]-1, Hon hop[2P]-2, Hon hop[2P]-3), tic
dung hiép déng cua 2 loai thuc vat dugc quan sat théy dbi voi tac dung khang vi sinh
vat trén 2 chung tht nghiém.

Vidu so sanh 1

Dudi dang vi du so sanh, sang ché thé hién hoat tinh ctia mot s6 mau thir da xur
ly, ma da duogc thay khong c6 hodc c6 hoat tinh khang vi sinh vat va chéng tao mang
sinh hoc kém ddi vé6i Staphylococcus aureus va thu dugc tir cic ché phdm thao duoc

tuong g chira 2 loai bot thuc vat khéac nhau.
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Nam mau thir da xtr 1}7 duoc lap lai béng cach str dung 2 loai bt thuc vat bd sung:
PA74 (bdt qua Ribes nigrum) va PC72 (b0t hoa Cochlearia officinalis).

Céc loai bdt thuc vat kho riéng 1¢é duge xu 1y nhu duge md ta trong vidul va
nim ché phdm thao dugc duge bao ché theo phuong thirc néu trong phuong phap A
duge mo ta ¢ trén. Nam ché pham thao dugc ndy c6 ham lugng néu trong bang 1-3.

Bang 1-3: Ché phim thao dugc ctia mu thir da xir ly

Ché phdm |PA74  |PC72  |PAI3 PA21
thao dugc |(sb thia) [(sb thia) |(sb thia) | (s thia)
PA74 1

PC72 4 1

Hon hop 1 1 1

Hon hop 2 1 1

Hon hop 3 1 1

Mdi ché pham thao dugc duge xt ly theo phuong thirc néu trong phuong phép B
dé dat dugc mau thir da xt ly tuong Ung bang cach st dung 20mL nude chira 100g/1
sucroza dé chiét bang nudc va bao gdém buéce ly tam trudce khi loc.

Hoat tinh sinh hoc ctua mdi mau thr d3 xt ly dugce xac dinh béng cach st dung
cac ching Staphylococcus aureus sau: ATCC 25923 va ATCC 29213, theo phuong phép
C duoc mo ta ¢ trén.

Ty 1é phan trim trc ché phat trién vi khudn sinh vat phu du va e ché tao mang
sinh hoc ctia mau thir da x ly g6m 2 loai hdn hop thuc vat va cac loai thuc vét riéng
biét dugc két hop & mic pha loang 1:10 dugc néu trong bang 1-4.

Bang 1-4: Sy trc ché phat trién sinh vat phi du va tao mang sinh hoc (IBF) ctia
mau thtr da xt 1y hdn hop 2 loai thuc vat va mau thr 3 xir Iy mot loai thuc vét & muc

pha loang 1:10

PC72 |PA74|Hodn hop 1
Ut ché phat trién sinh vat pht du [-9% 0% |-3%

ATCC 25923 L _
U’ ché tao mang sinh hoc 12% |36% |24%
Ubc ché phat trién sinh vat pht du |-10% |-7% |-6%
ATCC 29213 ;
Uc ché tao mang sinh hoc 13% |5% |-2%
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PA13|PA74|Hdn hop 2
Ut ché phat trién sinh vat phi du|20% |0% | 19%

ATCC 25923 | _
U'c ché tao mang sinh hoc 32% |36% |48%
Ut ché phat trién sinh vat phit du|16% |-7% |13%
ATCC 29213 L §
Uc ché tao mang sinh hoc 33% |5% [37%

PA21|PC72 |Hon hop 3
U ché phat trién sinh vt pht du|26% |-9% |25%

ATCC 25923 |, _
U'c ché tao mang sinh hoc 44% | 12% |51%
Ut ché phat trién sinh vat pht du|27% |-10% | 18%
ATCC 29213 | .
U’ ché tao mang sinh hoc 17% | 13% [29%

PC72 va PA74 va hdn hop két hop 1 thé hién khong c6 hoat tinh khang vi sinh
vét va hoat tinh chéng tao mang sinh hoc han ché trén ca hai ching tht nghiém & murc
pha loang 1:10. Trong mdi trudong hop, khong thiy tac dung hiép dong.

Déi voi tht ca su két hop chira PA13 va PA21 (Hdn hop 2 va 3), khong thdy tac
dung hiép dong dbi véi tac dung khang vi sinh vat trén 2 ching thir nghi¢m & mirc pha
lodng 1:10, khi su két hop nay cling chira PC72 hodc PA74.

Can luu ¥ rang ca Ribes nigrum 1An Cochlearia officinalis dugc biét c6 tac dung
khang vi sinh vat.

Vi du so sénh nay thé hién ring khong c6 su két hop ngiu nhién bat ky gitta cac
thuc vat kho riéng 1 c6 hoat tinh khang vi sinh vat va/hodc hoat tinh chéng tao mang
sinh hoc da biét cho phép thu dugc chiét xuét chtra nude, trong d6 hoat tinh hiép dong
duoc thay.

Vidu2

Vi du nay thé hién hoat tinh khang vi sinh vat va chéng tao mang sinh hoc déng
thoi ddi véi Staphylococcus aureus clia cac chiét xuit chira nudc khéac nhau thu dugc tir
cac ché phém thao duogc chtra 2 thuc vt trong sb 3 thuc vat néu trong vi du 1, khi cac
chiét xudt chira nude nay dugc diéu ché theo cac phuong phap khéac nhau.

Thuc vat kho loai duoc dung thu dugc tir “Herboristerie Cailleau” (Chemillé,
Phép).

Hai muoi ché phdm thao dugc, ham lugng cta ching dugce néu trong bang 2-1
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dugc bao ché theo phwrong phap A néu & trén.

Bang 2-1: Ché phim thao dugc ciia mau thir da xir ly
Ché phim |PA13 |PA21 |PBI2
thao dugc | (sb thia) | (s6 thia) (s6 thia)
Hén hop 1 1 1
Hon hop 2 1 1

DPéi v6i mbi ché phdm thao dugc, 20 ché pham long (nudc) duge didu ché nhu
sau:
Bot da thu gom dugc dua vao hai muoi éng falcon 50 ml (Falcon, Hoa Ky). 20
ml dung dich nudc subi loai bd dudng (Volvic, Phap) chtra sucroza loai bd dudng
(Daddy, Phap) véi n6ng do 0,25, 50, 75 hoac 100g/1 dugc bd sung vao 4 6ng flacon cho
mot ndng do. Mdi éng falcon chira cac ché phdm léng nay dugc khudy bang cach st
dung thiét bi tron xody (ThermoFisher, Hoa Ky) trong 10 gidy, i ¢ nhiét do phong trong
10 phut, tiép d6 4 su xt 1y nhiét khac nhau duoc ap dung véi mdi néng do:
- Pha lanh (khong gia nhiét trude khi ly tdm va loc):
sau khi 0 & nhiét do phong, ché phim duoc ly tim & 4000 vong/phiit trong
10 phat (Multifuge 35-R, Heraeus, Dtc), 2 mL phan dich ndi dugc thu gom bang
bom tiém 10 mL va duge loc bang cach st dung b loc 0,2 pM (Minisart Syringe
Filters, Sartorius, Ptrc) va dugc thu gom trén bng 2mL Eppendorf va dugce gitt &
-20°C cho dén khi st dung. Khi thao tac, ché phim dugc lam tan bang & 37°C.
- Gia nhiét & 60°C trong 30 phut:
sau khi @ & nhiét @ phong, ché phim dugc dua vao ndi hip (VWR, Hoa
K¥) va qua chu trinh 20 phit & 60°C. Sau khi lam ngudi, ché phdm da xir Iy duoc
ly tim & 4000 vong/phut trong 10 phat (Multifuge 35-R, Heraeus, DPtrc), 2 mL
phan dich ndi duge thu gom bang bom tiém 10 mL va dugc loc bang cach st
dung bo loc 0,2uM (Minisart Syringe Filters, Sartorius, Dirc) va dugc thu gom
trén dng 2mL Eppendorf va dugc giit ¢ -20°C cho dén khi st dung. Khi thao téc,
ché pham dugc lam tan bang & 37°C. |
- Gia nhiét ¢ 119°C trong 20 phut:
sau khi 0 & nhiét do phong, ché phdm dugc dua vao ndi hap (VWR, Hoa
K¥) va duge cho qua chu trinh tiét trung 20 phut & 119°C. Sau khi 1am ngudi,
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ché phdm da xtr ly dugc gitt & -20°C cho dén khi st dung. Khi thao tac, ché phdm

dugc 1am tan bang & 37°C, dugc ly thm & 4000 vong/phut trong 10 phut

(Multifuge 35-R, Heraeus, Dtc), 1 mL phén dich.néi dugc thu gom bé‘mg bom

tiem 10 mL va duoc loc bang cach st dung bd loc 0,2uM (Minisart Syringe

Filters, Sartorius, Ptrc) va dugc thu gom trén bng 2mL Eppendorf.

Céc mAu thir nay s& duoc goi 1a “mau ther da xt 1y”.

Hoat tinh sinh hoc cta mdi mau thr d3 xtt ly dugce xac dinh béng cach st dung
chung Staphylococcus aureus ATCC 25923, theo phurong phap C da mo ta 6 trén.

Ty 1¢ phin tram phét trién vi khudn sinh vat phi du cua 20 mau thtr da xi Iy,
duoc didu ché bat dAu tir ché phém théao dugc sau moi su xr Iy nhiét khac nhau néu trén,
& muc pha loang 1:10 dugc néu trong bang 2-2.

Bang 2-2: Su phat trién sinh vat phu du cia ATCC 25923 véi 20 mau thir da xu
ly & muc pha loang 1:10 dugc didu ché bt dAu tir cac ché phdm thao dugc (Hon hop 1

va Hon hop 2 trén bang 2-1)

Noéng @6  |HOonhgp 1 |Hdn hop 2

Xuly " x
_ sucroza Mau thir 3 | Mau thir da

nhiét

(g Xt ly xu ly

100 -4% 48%

75 -3% 52%
Pha lanh |50 -4% 31%

125 -4% 31%

0 1% 0%

100 0% 82%

75 4% 83%
60°C

50 1% 83%
30 phut

25 1% 86%

0 -4% 16%

100 103% 92%
119°C

75 103% 91%
20 phut

150 70% 94%
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99
99%

25
0

103%
96%

Tt ca miu thir da xt 1y duoc didu ché tir Hon hop 1 thé hién tac dung khang vi
sinh vat trén ATCC 25923, chi sau khi xi Iy nhiét & 119°, trong khi do Hén hop 2 thé
hién tac dung khang vi sinh vat han ché (tre ché tir 31 dén 52%) sau khi pha lanh ddi v6i
tht ca cac nong do cla sucréza ngoai trir trang thdi khong c6 sucroza va sau khi tit ca
cac su xu ly nhiét d¢ da thr nghiém (¢ ché > 82%) ngoai trir trang thai khéng c bd
sung sucroza dugc Xt y & 60°C, véi do mAu thtt da xir Iy cho thdy mirc trc ché phat trién
sinh vt phil du chi 16%. Cac sy xt ly nhiét ting cuong tac dung khang vi sinh vat clia
Hon hop 2. Su xir 1y nhiét t81 wu trong sd cac su xir Iy duge thir nghiém ddi voi Hon
hop 1 va Hon hop 2 1a 119°C trong 20 phut.

Tac dong cua ndng do sucroza lén tac dung khang vi sinh vat phu thudc vao sy
Xt 1y nhiét 4o ap dung. DPéi véi Hon hop 1 duge xtr y & 119°C trong 20 pht, tic dung
khang vi sinh vét tuong tu thu dugc véi néng dd sucroza béng 100, 75,25 va 0 g/1, hoat
tinh thap hon dugc thdy v6i 50 g/l. D6i véi Hon hop 2, tac dung khang vi sinh vat tuong
tu thu duoc bat ké néng do sucroza dbi véi su xur ly & 119°C.

Ty 1& phdn trdm Gc ché tao mang sinh hoc (IBF) ctia 20 mau thir da xir 1y, dugc
didu ché bt diu tir cac ché phim thao dugc sau mdi sw xir ly khac nhau thé hién & trén,
& muc pha loang 1:10 duoc néu trong bang 2-3.

Bang 2-3: Su e ché tao mang sinh hoc (IBF) cia ATCC 25923 véi 20 mau thir
da xtr Iy & muc pha loang 1:10 dugc diu ché bat dau tir cac ché pham thao dugc (Hon

hop 1 va Hon hop 2 clia Bang 2-1)

Nong do [Hon hop 1 |Hon hop 2 Nong do [Hon hop 1 [Hon hop 2
Su xu ly N N Su xur Iy . N
sucroza [Mau thtr da [Mau thi da sucroza [Mau thtr da [Mau thi
nhiét : nhiét
(g/) xu ly XU ly (g/D) xu 1y da xu ly
100 34% 74% 100 91% 89%
75 29% 72% 75 91% 88%
119°C
Pha lanh [S0 22% 60% 50 75% 89%
20 phut
25 30% 55% 25 92% 87%
0 54% 50% 0 90% 89%
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100 [48% 91%

75 34% 94%
60°C

50 26% 91%
30 phit

D5 D6% 88%

0 18% 78%

Trong tt ca cAc trang théi thir nghiém, mAu thir d& xt 1y cho thiy tac dung chéng
tao mang sinh hoc nao do.

Péi voi Hon hop 1, hoat tinh chéng tao mang sinh hoc han ché dugc quan sat
thdy dbi v6i tAt ca cac ndng do ctia sucroza véi sy pha lanh va véi sy xir Iy nhiét & 60°C
(trc ché tir 22 dén 55%). Hoat tinh chéng tao mang sinh hoc cao (tic ché > 90%) dugc
quan sat thiy véi su xtt Iy nhiét & 119°C déi véi tat ca nong do clia sucroza ngoai trir 50
g/l ma thé hién trc ché 75%.

Débi voi Hon hop 2, hoat tinh chéng tao mang sinh hoc twong duong thu dugc bét
ké ndng d6 sucroza dbi véi cac su xit Iy nhiét & 60°C va 119°C (te ché > 77%). Sau khi
pha lanh, Hon hop 2 cho théy tac dung chéng tao mang sinh hoc tr trung binh dén tot
(e ché tir 50% dén 74%) phu thudc vao néng dd sucroza: néng do6 sucroza cang cao thi
ché phdm c6 hoat tinh cang 16n.

Vidu3

Vi du nay thé hién hoat tinh khang vi sinh vat va chéng tao mang sinh hoc déng
thoi ddi véi Staphylococcus aureus va Staphylococcus epidermidis ctia 12 hdn hop chira
2 dén 7 loai thuc vat.

Thuc vat kho loai dugc dung thu duge tir “Herboristerie Cailleau” (Chemillé,
Phép).

Céc ché pham thao dugc chira tir 2 dén 7 loai bot thue vat duoc bao ché bing
céch I4y thé tich cb dinh cia bot thuc vt bing thia dinh lrong cho phép 1dy 200 pL bot.

12 ché pham thao dugc duge bao ché nhu dudi day (Bang 3-1) theo phwong phap
A da dugc mo ta ¢ trén.

Béang 3-1: Céc ché phidm thao dugc ctia mau thtr da xt ly

., |PAI3 |PA21 PAI12 PA79
Cac ché pham ) , PB12 PA11 , PA22 ,
(so (s . , (so i (sO
thao dugc (s0 thia) |(sO thia) (s0 thia)
thia) thia) thia) thia)
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Hbn hop[2P]-1 1 1

Hon hop[2P]-2 1 1

Hon hop[2P]-3 1| 1

Hon hop[3P]-1 1 1 1

Hon hop[4P]-1 1 1 1 1

Hdn hop[4P]-2 1 1 1 1

Hbn hop[4P]-3 1 1 1 1
Hon hop[5P]-1 1 1 1 1 1
Hdn hop[5P]-2 1 1 1 1 1
Hon hop[5P]-3 1 1 1 1 1

Hdn hop[6P]-1 1 1 1 1 1 1
Hbn hop[7P]-1 1 1 1 1 1 1 1

12 mau thir d xit ly twong g dugc diéu ché bét dAu tir mdi ché pham thao dugc
theo phuong phap B da dugc mo ta ¢ trén bang cach st dung 20mL nuéc chira sucroza
v6i ndng do 100g/1 dé chiét bing nudc va bao gdbm budc ly tim trude khi loc.

Hoat tinh sinh hoc ciia mau thir d xir Iy dugc xac dinh bang cach sir dung cac
ching Staphylococcus aureus sau: ATCC 25923, ATCC 29213, NCTC 12493, ATCC
33591, ATCC 33592, ATCC 43300, ATCC 700698, ATCC 700699, ATCC 9144 va
ATCC BAA-44 va cac chung Staphylococcus epidermidis sau: ATCC 12228, ATCC
700296, ATCC 49461 va ATCC 14990, theo phuong phip C da dugc md ta ¢ trén.

Nong do e ché téi thidu (MIC) dugc thiy véi 12 mau thir da xir Iy dugc thé hién
trén Bang 3-2 ¢ dang HID,. cling nhu hiéu qua trung binh trén tht ca cac ching cla
Staphylococcus aureus va Staphylococcus epidermidis. |

Bang 3-2: HID cta 12 méu tht da xtr 1y trén 10 chiing ctia Staphylococcus aureus

va 4 chung cta Staphylococcus epidermidis
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20

20

20

20

20
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14990

10 |20
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20 |20

20

20

20

20

20

20

20
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trung
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12,5 |15

15

20 |20

20

20

20

20

20

20
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Muc
trung
binh
téng thé

10,7 |11,4

10,0

13,6 13,6 [15,0

15,0

17,9

17,9

18,6 |15,7

22,1

Vi trong vi du nay trong phan 16n cac trudong hop HID duge thiy nam trong

khoang tir 1:10 dén 1:20, murc pha lodng 1:20 dugc chon la mirc pha lodng tham chiéu

d& tinh toan ty 18 phan tram trc ché sy phat trién vi khudn sinh vat phit du v ty 1¢ phan

tram tc ché tao mang sinh hoc. Ty 18 phan trdm 0c ché su phat trién vi khuén sinh vat

phi du ctia 12 mau thtt da xt ly & muc pha lodng 1:20 duoc thé hién trén Bang 3-3, cling

nhu hiéu qua trung binh trén toan bd cdc ching cia Staphylococcus aureus va

Staphylococcus epidermidis.

Bang 3-3: Uc ché sy phat trién sinh vat phit du ctia 12 mu thir da xu 1y trén 10

chiing ctia Staphylococcus aureus va 4 ching ciia Staphylococcus epidermidis ¢ mirc

pha loang 1:20

in AR T in X « in A «@ in in
A |~ |~ |8 | & | & | & | & A
(P I PR I S (R ST = = D, b D, 2, =
& |g/g|g8| &5 |&8|&8 | &8 |&8 | &8 |&8|¢&
= = = <= = = = = = <= <= =
= | = o g o = = = = a =
o) w«Q @) WO wQ wQ w©Q w«Q wQO wQ w©Q @]
= = | = | = o o an aw aw o o aw
ATCC
12% |12% (9% |11%(20% |11% |20% |34% |41% |35% |21% |96%
25923
ATCC |11% |11%|7% |11%[19% [11% [11% |33% |33% |33% |29% |45%
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29213
NCTC
17493 19% 18% 15% |25%(21% |101%|97% |98% |108% |108% |96% |100%
ATCC
33501 12% 18% 18% [12%119% [16% |34% |104%|107%|111%|83% |98%
ATCC _
33592 19% 115%(12%|18%126% |23% [26% |86% |105%|98% |38% |100%
ATCC
43300 18% [11%]11%115%|18% |18% |18% |33% [34% [37% |16% [97%
ATCC
100698 11% 18% 18% [11%|11% [11% [16% |107%|97% |73% |40% |98%
ATCC
100699 43% 136% [38%|87%98% [99% [99% |100% |[108% |112% |116% |98%
ATCC
0144 12% 7% (8% 112%124% |17% [24% |80% [97% |73% |43% |94%
ATCC
BAA- 130% [11%]12%[32%|28% [83% |102%|100% |[107%|110% |114% |103%
44
Mitc
trung [19% |13%[12%|23%|28% |39% 45% |78% |84% |79% [60% |93%
binh
ATCC
19228 49% 149% | 66% [94%|99% [99% |98% [99% |99% [104% |114% |97%
ATCC :
2 100296 87% 183%|78%194%199% 199% |95% |101% |98% [102% |105% [92%
5 )
g ATCC
-'% 49461 68% 168%170%193%|101%|101%|97% |102%|102% |106% |112% |93%
Q
%)
ATCC
14990 38% 171%161%192%|103%|100% [95% |102% [102%|106% |107% |93%
Muc 61% 168%169%|94%|100% |100% |96% |101%|100% |104% |109% |94%
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31%

28%

28%

43%

49%

56%

59%

84%

88%

86%

74%

93%

Ty 1& phan tram Gc ché tao mang sinh hoc (IBF) cta 12 méu thir da xir Iy & mirc

pha loang 1:20 duogc thé hién trén Bang 3-4, ciing nhu hiéu qua trung binh trén toan b

c4c chung cuia Staphylococcus aureus va Staphylococcus epidermidis. Hiéu qua trung

binh cta ty 1& phan trim e ché su phat trién vi khuén sinh vt pht du va ty 1¢ phan trim

tic ché tao mang sinh hoc trén toan b cac ching thir nghiém la chi bdo tot vé hiéu qua

khang vi sinh vat va chong tao mang sinh hoc trén cac ching vi khuan khac nhau.

Bang 3-4: Su uc ché tao mang sinh hoc (IBF) cua 12 mau thtr d xur 1y trén 10

ching cta Staphylococcus aureus va 4 ching cua Staphylococcus epidermidis ¢ mirc

pha loang 1:20

in Q o« in in A « in Q o i i
A lr 2l |l | & || & & E |
) al 1 o | = i) hA hA N I
sl g|l&|&g|l&s/&5|&s5|&8| 8| 8| g|F&
) = = = <= <= = <= <= = <= =
= g g =i g g o o = (= a g
©Q e} wQ wQ «Q [N} «Q wQ wQ wQ [N} [N}
aw aw - aw an am aw aw aw aw aw o
ATCC
25923 137% |14% [22% |18% |29% |36% |35% |51% |41% [40% |38% |90%
ATCC
20213 |49% [12% |38% |27% |33% |38% [25% |35% [38% |34% |38% |41%
. INCTC
= .
% 12493 [49% [-6% |47% |36% |35% |88% |87% |92% |92% |89% |47% |93%
<
“ |ATCC
33591 |38% |-21%(30% |16% [20% [25% [19% [92% [91% |89% |57% |93%
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thé 45% |5% |45% [42% |50% |56% |54% |67% |69% |63% |54% |85%

Céc chiét xuit hdn hop 2 loai thyc vét cho théy hoat tinh khang vi sinh vat dﬁy
du & muac pha loang 1:10 trén 10 ching Staphylococcus aureus thir nghiém ngoai trir
Hdn hop[2P]-3 khong c6 hoat tinh khang vi sinh vat & mite pha lodng thir nghi€ém trén
2 trong sb 10 chiing Staphylococcus aureus thit nghiém (ATCC 29213 va ATCC 43300)
(xem Bang 3-2).

Ba chiét xuat hdn hop 2 loai thuc vat thé hién hoat tinh khang vi sinh vat khac
nhau trén 4 chung Staphylococcus epidermidis thir nghiém. Hon hop[2P]-1 ¢6 HID bang
1:10 trén 3 chung (ATCC 12228, ATCC 49461 va ATCC 14990) va HID bang 1:20 trén
ching ATCC 700296. Hon hop[2P]-2 c6 HID bang 1:10 trén 2 chung (ATCC 12228 va
ATCC 49461) va HID bang 1:20 trén 2 chung khac (ATCC 700296 va ATCC 14990).
Trong khi d6 Hon hop[2P]-3 ¢6 HID bang 1:10 trén 2 chung (ATCC 12228 va ATCC
14990) va HID bang 1:20 trén 2 ching khac (ATCC 700296 va ATCC 49461) (xem
Bang 3-2).

Hdn hop[3P]-1 thu dugc tir 3 loai thue vat ma duge & trong Hon hop[2P]-1, Hoén
hop[2P]-2 va Hon hop[2P]-3, cho thay hoat tinh khang vi sinh vét rong hon so véi 3 hdn
hop hai loai thyc vat (HID bang 1:10 trén 9 chung Staphylococcus aureus va HID bang
1:20 trén ATCC 700699, HID bang 1:20 trén 4 ching Staphylococcus epidermidis thi
nghiém) (xem Béang 3-2). Su tang hoat tinh khang vi sinh vat dugc xac nhan bang cich
tinh ty 1é phan trim Gc ché phat trién sinh vat phu du cta mdi hdn hop thuc vat (xem
Bang 3-3).

3 loai thuc vat khéc nhau, PA11, PA12 va PA22, dugc b6 sung vao Hon hop[3P]-
1 hdn hop 3 loai thuc vat dé thu dugc 1an lugt ba chiét xuét hdn hop 4 loai thuc vét, Hon
hop[4P]-1, H3n hop[4P]-2 va H8n hop[4P]-3. Céc chiét xut hon hop 4 loai thuc vat
nay cho thay HID twong tu hogc HID t6t hon so véi Hon hop[3P]-1 chiét xuat hdn hop
3 loai thuc vat (xem Bang 3-2), va ty 1& phan trdm tc ché sy phét trién sinh vat phu du

cao hon: muc trung binh tr 28% dén 45% thu duogc voi cic chiét xuét hdn hop 4 loai
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thuc vét trén 10 chiing Staphylococcus aureus so v6i 23% v6i chiét xuit hdn hop 3 loai
thuc vat (xem Bang 3-3). Chung ciing cho thdy ty 1& phan tram tc ché tao mang sinh
hoc cao hon: mirc trung binh tir 34% dén 42% thu dugc véi cac chiét xuit hén hop 4
loai thuc vat trén 10 ching Staphylococcus aureus so voi 25% véi chiét xuét hén hop 3
loai thuc vat (xem Bang 3-4).

Cac hon hop 5 loai thyc vat dugce diéu ché bé‘mg cach bd sung 2 loai thuc vat trong
s6 3 loai thuc vat bd sung duoc lua chon. TAt ca ba chiét xuat hon hop 5 loai thuc vt
cho thdy hoat tinh khang vi sinh vat va hoat tinh chdng tao mang sinh hoc cao hon so
v6i cac chiét xuat hdn hop 4 loai thuc vat (xem Bang 3-2, 3-3 va 3-4).

HBn hop[6P]-1 bao gdm 6 loai thuc vat ma duge st dung dé didu ché mau thr da
xir I da duoc thit nghiém & trén. Tha vi 13, chiét xudt hdn hop 6 loai thuc vat cho thay
hoat tinh khang vi sinh vat va hoat tinh chéng tao mang sinh hoc kém hon so véi chiét
xuét hdn hop 5 loai thue vat nhung tic dung khang vi sinh vat cao hon va tac dung chéng
tao mang sinh hoc tr cao hon dén tuong duong véi cac chiét xut hdn hop 4 loai thuc
vat. Hoat tinh khang vi sinh vat va hoat tinh chéng tao mang sinh hoc dugce khoi phuc
va ting cudng bang cich bd sung thuc vat méi (PA79) (xem Bang 3-2, 3-3 va 3-4).

Viéc tang s loai thuc vat trong céc hdn hop cho phép diéu ché chiét xuit chira
nudc tuong Umg c6 hoat tinh khang vi sinh vét va hoat tinh chéng tao mang sinh hoc
tang cuong va tang sd ching, trong d6 mot hodc ca hai hoat tinh ndy c6 thé duogc xac
dinh.

Vidu 4

Vi du nay thé hién hoat tinh khang vi sinh vat va chdng tao mang sinh hoc dong
thoi dbi voi Staphylococcus aureus ctia 196 chiét xuét chira nudc thu duoc tir cac ché
phém thao duoc bao g61n it nhit 2 loai thuc vét trong $b 3 loai thuc vat duge mo ta trong
vi du 1 va cac thuc vat bd sung dé tao ra su két hop gém 3 dén 10 loai thuc vét.

Thuc vat kho loai duoc dung thu duge tir “Pharmacie Fontgieve” (Clermont-
Ferrand, Phap, céc loai thuc vat PAOO dén PB12) va “Pharmacie St Herem” (Clermont-
Ferrand, Phap, céc loai thuc vat PB13 dén PDO08).

4 ché pham thao duge tham chiéu Hn hop[2P]-1, Hon hop[2P]-2, Hon hop[2P]-
3, Hon hop[3P]-1 va 196 ché phdm thao dugc méi duge bao ché theo phwong phép A

dugc mo ta & trén va ¢6 ham lugng dugc néu trong danh muc 4-1.
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Danh muc 4-1: Céac ché pham thao dugc cla mau thir d3 xir ly
Hdn hop[2P]-1: PA13; PA21;

Hbn hop[2P]-2: PA21; PB12;

Hbn hop[2P]-3: PA13; PB12;

Hbn hop[3P]-1: PA13; PA21; PB12;

H&n hop[3P]-2: PA11; PA13; PA2I;

Hdn hop[3P]-3: PA21; PB12; PC63;

Hbn hop[3P]-4: PA13; PB12; PC63;

Hbén hop[3P]-5: PA13; PA21; PC63;

Hdn hop[3P]-6: PA13; PA21; PB12;

Hdn hop[3P]-7: PA21; PB12; PC29;

Hdn hop[3P]-8: PA13; PB12; PC29;

Hon hop[3P]-9: PA13; PA21; PB12;

Hbn hop[4P]-1: PA11; PA13; PA21; PB12;

Hon hop[4P]-2: PA12; PA13; PA21; PB12;

Hon hop[4P]-3: PA13; PA21; PA22; PB12;

Hdn hop[4P]-4: PA11; PA13; PA21; PA22;

Hon hop[4P]-5: PA13; PA21; PB12; PC63;

Hdn hop[4P]-6: PA11; PA12; PA21; PB12;

Hdn hop[4P]-7: PA11; PA12; PA13; PB12;

Hon hop[4P]-8: PA11; PA13; PA21; PB12;

Hon hop[4P]-9: PA12; PA13; PA21; PB12;

Hon hop[4P]-10: PA13; PA21; PB12; PC29;

Hon hop[5P]-1: PA12; PA13; PA21; PA22; PB12;
Hon hop[5P]-2: PA11; PA13; PA21; PA22; PB12;
Hon hop[5P]-3: PA11; PA12; PA13; PA21; PB12;
Hbn hop[5P]-4: PA11; PA12; PA21; PA22; PB12;
Hdn hop[5P]-5: PA11; PA12; PA13; PA22; PB12;
Hdn hop[5P]-6: PA11; PA12; PA13; PA21; PA22;
Hon hop[5P]-7: PA13; PA21; PA22; PB12; PC63;
Hdn hop[5P]-8: PA13; PA21; PB12; PC29; PC63;
Hon hop[6P]-1: PA11; PA12; PA13; PA21; PA22; PB12;
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Hbén hop[6P]-2: PA12; PA13; PA21; PA22; PB12; PC63;

Hon hop[6P]-3: PA11; PA13; PA21; PA22; PB12; PC63;

Hon hop[6P]-4: PA11; PA12; PA13; PA21; PB12; PC63;

Hon hop[6P]-5: PA12; PA13; PA21; PA22; PB12; PC63;

Hon hop[6P]-6: PA11; PA13; PA21; PA22; PB12; PC63;

Hon hop[6P]-7: PA11; PA12; PA21; PA22; PB12; PC63;

Hon hop[6P]-8: PA11; PA12; PA13; PA22; PB12; PC63;

Hon hop[6P]-9: PA11; PA12; PA13; PA21; PB12; PC63;

Hon hop[6P]-10: PA11; PA12; PA13; PA21; PA22; PC63;

Hon hop[6P]-11: PA11; PA12; PA13; PA21; PA22; PB12;

Hdn hop[7P]-1: PA11; PA12; PA13; PA21; PA22; PB12; PAT9;

M[7P]-2: PA11; PA12; PA13; PA21; PA22; PB12; PB49;

M[7P]-3: PA11; PA12; PA13; PA21; PA22; PB12; PC29;

M[7P]-4: PA11; PA12; PA13; PA21; PA22; PB12; PC63;

M[9P]-11: PA12; PA13; PA21; PA22; PA79; PB12; PB49; PC29; PC63;

M[9P]-12: PA11; PA13; PA21; PA22; PA79; PB12; PB49; PC29; PC63;

M[9P]-13: PA11; PA12; PA21; PA22; PA79; PB12; PB49; PC29; PC63;

M[9P]-14: PA11; PA12; PA13; PA22; PA79; PB12; PB49; PC29; PC63;

M[9P]-15: PA11; PA12; PA13; PA21; PA79; PB12; PB49; PC29; PC63;

M[9P]-16: PA11; PA12; PA13; PA21; PA22; PBIZ; PB49; PC29; PC63;

M[9P]-17: PA11; PA12; PA13; PA21; PA22; PA79; PB49; PC29; PC63;

M[9P]-18: PA11; PA12; PA13; PA21; PA22; PA79; PB12; PC29; PC63;

M[9P]-19: PA11; PA12; PA13; PA21; PA22; PA79; PB12; PB49; PC63;

M[9P]-20: PA11; PA12; PA13; PA21; PA22; PA79; PB12; PB49; PC29;

M[10P]-40: PA11; PA13;PA14;PA20; PA21; PA23; PA67; PB12; PC27; PC60;

M[10P]-44: PA13; PA40; PA41; PA62; PA75; PB18; PC22; PC63; PC64; PDOS;

M[10P]-71: PA21; PAR5; PB14; PB18; PB85; PC19; PC61; PC63; PDO5; PDO8;

M[10P]-75: PA02; PA10; PA12; PA13; PA18; PA21; PA27; PA79; PB86; PC26;

M[10P]-84: PA10; PA21; PA27; PB12; PB15; PC26; PC68; PDO05; PD06; PDO8;

M[10P]-98: PA11; PA12; PA13; PA14; PA20; PA21;PA27; PB16; PB18; PD06;

M[10P]-102: PA12; PA13; PA19; PA21; PA41; PA79; PB10; PC26; PC6l;
PCo64;
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M[10P]-103:

PDO05;

M[10P]-105:

PDO08;

M[10P]-109:

PC63;

M[10P]-112:

PB&1;

M[10P]-115:

PC61;

M[10P]-119:

PDO08;

MJ[10P]-123:

PC63;

M[10P]-124:

PDOS;

M[10P]-125:

PC63;

M[10P]-129:

PDOg;

M[10P]-130:

PC61,;

M[10P]-132:

PDO08;

M[10P]-134:

PDO5;

M[10P]-136:

PC29;

M[10P]-140:

PC64;

M[10P]-142:

PCo64;

PAI13; PAIT;
PAI10; PALL;
PA10; PA12;
PA0S; PA13;
PA13; PA20;
PA11; PA13;
PA10; PAL3;
PA0S; PA13;
PA13; PA14;
PAOS; PAI2;
PA12; PAI13;
PA12; PA20;
PA21; PA22;
PA10; PAL1;
PA13;

PALS;

PA11; PA12;
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PA21; PA24;
PA12; PA1S;
PA13; PA21;
PA1S5; PA17;
PA21; PA22;
PA14; PA24;
PA15; PA20;
PA21; PA24;
PA19; PA2I;
PA18; PA21;
PA21; PA24;
PA21; PA24;
PA24; PA27;
PA12; PA13;
PA21;

PA24;

PA13; PA19;
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PB08; PB49;
PA19; PA21;
PA27;V PAT7S;
PA18; PA21,;
PA62; PAT9;
PB12; PB41;
PA21; PATS;
PA27; PBOS;
PA75; PB12;
PA41; PBOS;
PA27; PB10;
PC15; PC26;
PB10; PB12;
PA18; PA21;
PA62; PAT9;

PA21; PB12;

PB&5; PCl15;

PA22; PB12;
PB14; PBl6;
PA27; PB1&;
PB08; PB19;
PB49; PC51;
PB12; PB18;
PB41; PB49;
PC15; PC26;
PB85; PC63;
PB41; PB49;
PCé61; PC63;
PB49; PCl15;
PB16; PBI1S;

PB10; PB12;

PB85; PC15;

PC29;

PC63;

PC45;

PB41;

PC15;

PDO06;

PB49;

PCo64,

PCeo1;

PCo64;

PCI15;

PCo64;

PC29;

PC26;

PC63;

PC26;



PDOS5;

PC63;

PC64;

PCo61;

PDO6;

PC63;

PBRS;

PC63;

PCo64;

PDOg;

PCé63;

PC26;

PCo64;

PDOS;

PC29;

PCé63;

MJ[10P]-144:

M[10P]-145:

M[10P]-148:

M[10P]-149:

M 10P]-150:

MJ[10P]-151:

M[10P]-152:

M[10P]-154:

M[10P]-156:

M[10P]-157:

M[10P]-158:

M[10P]-160:

M[10P]-162:

M[10P]-164:

M[10P]-165:

M[10P]-167:

PA13;

PA12;

PA10;

PA13;

PA10;

PA10;

PA1l;

PA11;

PA15;

PA1l;

PA10;

PA10;

PA12;

PA12;

PA13;

PA12;

PA15;
PA13;
PA13;
PA14;
PA12;
PA13;
PA12;
PA12;
PA21;
PA13;
PA17;
PA12;
PA13;
PA13;
PA15;

PA13;
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PA21; PA24;
PA17; PA20;
PA20; PA24;
PA1S; PA19;
PA13; PA14;
PA21; PA22;
PA13; PALS;
PA13; PA2I;
PA22; PB10;
PA1S5; PA19;
PA21; PA24;
PA13; PAlS;
PA21; PA27,
PA1S5; PA19;
PA22; PAT7S;

PA75; PBOg;
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PA75; PB49;
PA21; PAT79;
PB08; PBI12;
PA21; PBOS;
PA21; PA62;
PA24; PA41,
PA21; PA27,
PA22; PAT9;
PB85;» PC26;
PA21; PB1S;
PA27; PA41;
PA18; PA20;
PA79; PB12;
PA21; PA27,
PA79; PB12;

PB12; PB85;

PC51;

PBO0g;

PB49;

PB10;

PB10;

PB49;

PATS;

PB12;

PC29;

PB41,

PB49;

PC61; PC64;

PB16; PBR&5;

PC26; PC51;

PB41; PC15;

PC26; PC64;

PC15; PC61;

PB12; PB49;

PB49; PC29;

PC61; PC63;

PC15; PC51;

PC26; PC61;

PA21; PA24; PB12;

PB16;

PBO08;

PB18;

PC15;

PB18; PC63;

PB12; PB49;
PC15; PC26;

PC51; PCol,;



PCo64;

PC15;

PCo64;

PC61;

PC63;

PC26;

PC63;

PC64;

PCo63;

PCo63;

PC29;

PC64;

PC63;

PC29;

PBR&5;

PC63;

M[10P]-168:

MI10P]-169:

M[10P]-170:

M[10P]-172:

M[10P]-173:

MJ[10P]-174:

M[10P]-175:

M[10P]-176:

M[10P]-178:

M[10P]-180:

M[10P]-181:

M[10P]-182:

M[10P]-183:

M[10P]-184:

M[10P]-186:

M[10P]-188:

PA11; PA13;
PA12; PA17;
PA11; PAI13;
PA13; PA20;
PA10; PA12;
PA11l; PA12;
PA11; PA12;
PAI11; PAI13;
PA11; PA14;
PAO8; PA11;
PA13; PA19;
PA11; PA15;
PA11l; PA12;
PA11; PA13;
PA11; PALS;

PA11l; PA12;
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PA17; PA21;

PA21; PA24;

PA15; PA20;

PA21; PATS;

PA13; PAl4,

PA13; PA27,

PA13; PA2I;

PA21; PA24;

PA15; PA18;

PA12; PA13;

PA21; PA22;

PA20; PA2I;

PA13; PA27;

PA15; PA20;

PA19; PA20;

PA13; PAI9;
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PA27; PA62;
PA75; PAT9;
PA21; PA22;
PB10; PB12;
PA19; PA20;
PA62; PB12;
PA22; PAT5;
PA62; PB12;
PA19; PA21;
PA15; PAL7;
PA79; PBOS;
PA22; PAT5;
PA79; PB16;
PA21; PA22;

PA21; PA22;

PA21; PATS;

PA79;

PB10;

PC26;

PB18;

PA21;

PB16;

PB10;

PC15;

PA22;

PA21;

PB10;

PB12;

PB18;

PA27,

PA27,

PA79;

PB16; PB49;

PB12; PBR&5;

PC29; PC63;

PB49; PC29;

PA79; PCI5;

PB49; PBRS;

PB49; PC15;

PC26; PC61;

PB16; PC15;

PA62; PB12;

PB18; PCI15;

PC29;

PC63;

PBA49;

PC15;

PATS;

PB12;

PB10;

PB12;

PB49; PC15;



PC63;

PCeo1;

PCo4;

PCo61;

PC64;

PC63;

PCo64;

PC29;

PCo64;

PCo64;

PC63;

PC63;

PC63;

PC15;

PC63;

PC63;

M[10P]-190:

M[10P]-191:

M[10P]-192:

M[10P]-193:

M[10P]-194:

M[10P]-196:

M[10P]-197:

M[10P]-198:

M[10P]-199:

M[10P]-201:

M[10P]-202:

M[10P]-205:

M[10P]-207:

M[10P]-209:

M[10P]-210:

M[10P]-212:

PA11; PA13;
PA13; PA19;
PA12; PA13;
PA13; PALS;
PA11; PA17;
PA1l; PAL2;
PA11; PA12;
PA12; -PAIS;
PA11; PA12;
PA11; PA13;
PA11; PA21;
PA11; PA13;
PA11; PA13;
PA12; PA13;
PA13; PALS;

PA11; PA13;
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PA21; PA22;

PA20; PA21;

PA19; PA2I;

PA20; PA21;

PA21; PA22;

PA13; PALS;

PA13; PA15S;

PA21; PA22;

PA13; PAIS;

PA20; PA2I,;

PA75; PB10;

PA19; PA21;

PA21; PATS;

PA21; PA24;

PA20; PA22;

PA21; PA22;
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PA27; PATS;
PA79; PB10;
PA27; PATS;
PA79;
PA27; PB12;
PA21; PATS;
PA21; PA24;
PB12; PB16;
PA21; PATS;
PA22; PA27,
PB12; PB61;
PA22; PA27,
PB10; PBI12;
PA75; PB12;
PA27; PBOS;

PA27; PATS;

PB16;

PB10;

PB18;

PB12;

PC15;

PB49;

PB10;

PA79;

PB&5;

PB12;

PAT75;

PC26;

PATS;

PB41;

PB16;

PB10;

PB12;

PB12;

PB85;

PBA49;

PC26;

PC15;

PBI18;

PB49;

PC15;

PCl15;

PB12;

PC29;

PB12;

PB51;

PBA49;

PB12;

PB16;

PB49;

PC29;

PC63;

PC29;

PC63;

PC51;

PCeol;

PC26;

PC63;

PB49;

PC42;

PB41;

PC45;

PB60;

PB18;

PCI5;



PCeo61;

PCo4;

PC49;

PCo4;

PC63;

PC26;

PC63;

PC60;

PC63;

PCo64;

PDO8;

PC63;

PC2e6;

PDO08;

PCeo61;

PC63;

M[10P]-214:

M[10P]-215:

M[10P]-216:

M[10P]-217:

M][10P]-218:

MJ[10P]-219:

M[10P]-220:

M[10P]-221:

M[10P]-222:

M[10P]-223:

M[10P]-225:

M[10P]-226:

M[10P]-227:

M[10P]-229:

M[10P]-230:

M[10P]-232:

PA11; PAI2;
PA11; PA12;
PA11l; PA12;
PA18; PA20;
PA10; PA13;
PA12; PA13;
PA11; PA12;
PA13; PALS;
PAOS; PAI13;
PA11; PAI2;
PA12; PAI13;
PA11; PA12;
PA11; PA12;
PA13; PA20;
PA11;

PA12;

PA12; PAI3;
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PA15; PA2I,
PA13; PA2I;
PA13; PA2I;
PA21; PA22;
PA15; PA20;
PA15; PAI19;
PA13; PA19;
PA19; PA20;
PA21; PA22;
PA13; PA22;
PA21; PA27,
PA21; PA39;
PA15; PA20;
PA62; PAT9;

PA13;

PAIS;

PA22; PATS;
PA25; PB12;
PA27; PAT5;
PA75; PB10;
PA22;» PA27,
PA21; PA22;
PA21; PA22;
PA21; PA41;
PA75; PAT9;
PA25; PATS;
PB10; PBI12;
PA79; PB18;
PA21; PA22;
PB12; PB46;

PA22; PAT5;

; PA27; PAS83;

PB12;

PCO02;

PARS;

PB12;

PB18;

PATS;

PA27,

PAT5S;

PB49;

PB12;

PC29;

PB49;

PB12;

PB85;

PB10;

PB12;

PB49; PC15;
PC29; PC51;
PB18; PB49;
PB16; PB85;
PB49; PC51;
PB10; PB12;
PB12; PB49;
PB12; PCI15;
PC26; PC29;
PB49; PC61;
PC63; PC64;
PB85; PCé61;
PB42; PC15;
PC29; PC64;
PB12;

PB58;

PB49; PC26;



PC65;

PC64;

PC70;

PDO0g;

PC63;

PC29;

PC63;

PCo4;

PBR&5;

PC63;

PC15;

PC63;

PB16;

PDO06;

PC63;

PC63;

M[10P]-235:

M[10P]-236:

M[10P]-237:

M[10P]-239:

M[10P]-240:

M[10P]-241:

M[10P]-242:

M[10P]-244:

M[10P]-246:

M[10P]-247:

M[10P]-248:

M[10P]-250:

M[10P]-251:

M[10P]-252:

M[10P]-253:

M[10P]-255:

PA12; PAIL3;
PA11; PAI3;
PA10; PALl;
PA11; PA12;
PA11; PAl4;
PA11; PAI2;
PA11; PAI12;
PA11; PAI12;
PA11l; PAI2;
PA11; PAI3;
PA11; PA12;
PA12; PAI13;

PA11; PAI3;

PAI11; PAI13;

37249

PA12; PA13; PAL1S; PA20;

PA20; PA21;

PA15; PA2I;

PA12; PA20;

PA15; PA2I;

PA20; PA2I;

PA13; PA2I;

PA13; PA20;

PA13; PA2I;

PA21; PA27;

PA14; PA19;

PA15; PA20;

PA21; PA22;

PA20; PA2I,

PA21; PATS;
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PA21; PA22;
PA2T; PA75;
PA27; PATS;
PA21; PB10;
PA27; PAT9;
PA22; PAT7S;
PA22; PAT79;
PA22; PA27,
PA61; PAT79;
PB16; PB49;
PA21; PAT75;
PA21; PA41;
PA27; PA79;

PA44; PBOS;

PA10; PA11; PA12; PA13; PA1S5; PA2I;

PB12; PB18&;

PC29;

PB50;

PB10;

PB41;

PB46;

PBI12;

PB18§;

PB10;

PBI10;

PC21;

PA79;

PATS;

PB10;

PB12;

PC51; PC63;

PB85; PC29;

PB12; PC63;

PB49; PC63;

PC29; PC51;

PB18; PC15;

PB49; PC51,;

PB12; PC63;

PB12; PB18;

PC51; PCol;

PB14; PB49;

PB49; PC26;

PB12; PB13;

PB18; PBS&S;

PA22; PA27; PAT9;

PB49;

PC15; PC26;



PC64;

PDO0;

PC63;

PC64;

PC63;

PC63;

PCo64;

PC63;

PC49;

PCo64;

PC63;

PDO00;

PCo4;

PC63;

PC51;

PC63;

M[10P]-256:

M[10P]-257:

M[10P]-258:

M[10P]-262:

M[10P]-264:

M[10P]-267:

M[10P]-268:

M[10P]-269:

M[10P]-270:

M[10P]-271:

M[10P]-272:

M[10P]-273:

M[10P]-274:

M[10P]-278:

M[10P]-280:

M[10P]-281:

PA11l; PA12;
PA13; PA20;
PA12; PA13;
PA11l; PAI2;
PA21; PA24;
PA11; PAI12;
PA11; PA12;
PA13; PA20;
PA11; i’AlZ;
PA11; PA13;
PA13; PA2I;
PA1l; PAL5;
PA12; PAI13;
PA13; PAIS;

PA11; PA12;

PA11; PAI2;
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PA13; PA21; PA22;

PA21; PA27;

PA20; PA21;

PA21; PA31;

PA27; PA31;

PA21; PA22;

PA13; PAI1S;

PA21; PA22;

PA13; PAIS;

PA20; PA22;

PA24; PAT9;

PA21; PA22;

PA21; PA22;

PA21; PA22;

PA1S5; PA2I;

PA20;
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PB12; PB49;

PA22; PATS;
PA75; PB49;
PA79; PB10;
PA75; PC29;
PA27; PATS;
PA79; PB10;
PA21; PATS;
PA27; PA45;
PB10; PBI12;
PA27; PATS;
PB12; PB49;

PA75; PAT9;

PB08; PB12;

PB&3;

PB10;

PB&5;

PB18&;

PC51;

PB10;

PBI11;

PB12;

PBOg;

PB41;

PB12;

PC26;

PB10;

PB18;

PA21; PA22; PA27; PA29; PATS;

PA23; PA75; PA79; PC29;

PC29; PC63;

PB12; PCI5;

PC61; PCo63;

PB49; PCl15;

PC52; PCo1;

PB12; PB45;

PB49; PCo61,;

PB14; PB18;

PB12; PB49;

PC15; PC29;

PB14; PCo64;

PC51;

PC63;

PB12;

PBA49;

PB49;

PB58;

PB16;



PCeol;

PC63;

PB82;

PC82;

PDO0S8;

PC51;

PDO7,;

PC63;

PC26;

PC63;

PC63;

PC63;

PC51;

PC63;

PCo4;

PDO08;

M[10P]-282:

M[10P]-284:

M[10P]-285:

M[10P]-286:

M[10P]-287:

M[10P]-289:

M][10P]-290:

M[10P]-292:

M[10P]-293:

M[10P]-294:

M[10P]-296:

M[10P]-300:

M[10P]-301:

M[10P]-302:

M[10P]-303:

M[10P]-307:

PA10; PA13;
PA11; PA13;
PA11l; PA13;
PA1l; PA12;
PA12; PA13;
PA12; .PA13;
PA1l; PA12;
PA12; PA13;
PA0O; PALI;
PA12; PA13;
PA1l; PA13;
PA12; PA13;
PA1l; PA12;
PA11; PA12;
PA1l;

PAI12;

PA12; PA1S3;
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PA21; PA22;

PA27; PAT9;

PB12;

PA20; PA21; PA22; PA27; PA9S;

PA14; PA21;

PA13; PA14;

PA19; PA20;

PA15; PA19;

PA13; PA22;

PA1S5; PATS;

PA12; PA13;

PA1S5; PA21;

PA15; PA1T,

PA17; PA4g;

PA13; PA20;

PA13; PA21;

PA15; PA2I;

PA21; PB10;
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PA79; PB10;
PA20; PA2I,;
PA75; PB10;
PA20; PA21;
PA27; PATS;
PA79; PB10;
PA21; PA27,
PA22; PAT9;
PA21; PA62;
PB10; PB12;
PA21; PATS;
PA70; PB12;
PA7S; PAT9;

PB12; PB1g;

PB12;

PAT79;

PB12;

PB10;

PB&5;

PB12;

PATS;

PB12;

PAT79;

PB16;

PBO0g;

PB16;

PB10;

PB78;

PC15; PC29;

PC15; PC29;
PB18; PB49;
PC51; PCo64;
PC26; PC63;
PB12; PC29;
PC29; PC63;
PC29; PC45;
PB18; PBRS5;
PB49; PC51;
PB10; PB12;
PC26; PC29;
PC15; PC35;
PB18; PC26;
PB12; PC29;

PC51; PC63;
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M[10P]-308: PA17; PA21; PA22; PA27; PB12; PB49; PB85; PCl15; PC26;
PC29;

M[10P]-309: PA13; PA22; PA27; PA53; PA62; PAT75; PB10; PCS1; PC63;
PDO06;

M[10P]-311: PA12; PA15; PA19; PA21; PA79; PB12; PB49; PC26; PC63;
PC83; |

M[10P]-312: PA0O; PA11; PA13; PA21; PA22; PA29; PAT7S; PB10; PB85;
PC29;

M[10P]-313: PA13; PA15; PA21; PA22; PA27; PAT75; PB49; PC51; PCol;
PCo63;

M[10P]-314: PA0S; PA12; PA13; PA21; PB10; PB12; PB49; PCl15; PC32;
PCo4;

M[10P]-315: PA11; PA13; PA21; PA47; PA7S; PB16; PB83; PC15; PCSL;
PC63; ‘

M[10P]-317: PA11; PA12; PA19; PA21; PA22; PA79; PB10; PB16; PC29;
PC63;

M[10P]-319: PA12; PA13; PA22; PA75; PA79; PA98; PBO8; PB10; PB85;
PC63;

M[10P]-321: PA11; PA12; PA13; PA20; PA21; PA22; PB49; PBR5; PC55;
PC63.

Chiét xut chira nuéc twong tmg (hodc mau thir da xt 1y) cua cac ché phdm thao
duoc duge diéu ché theo phuong phap B da duge mo ta & trén bang cach str dung 20mL
nuée chira sucroza voi ndng do 100g/1 dé chiét bang nudc va bao gdm bude ly tam trudce
khi loc.

Hoat tinh sinh hoc ctia mau thir da xur 1y duoc xac dinh béng cach st dung cac
chung Staphylococcus aureus sau: ATCC 25923, ATCC 49476, ATCC 6538, ATCC
51740, ATCC 29213 va ATCC 14775, véi cac mirc pha loang cubi sau ctia mau thir da
xu ly: 1:10, 1:20, 1:40 va 1:80 d6i véi mau thtr da xi 1y chira nhé hon 10 thia bt thuc
vat (M[2P] dén M[9P]) hodc 1:20, 1:63 va 1:200 d61 voi mau thir da xi 1y chira 10 thia
bot thuc vat (M[10P]), theo phuong phap C da duoc mo ta & trén.

Mirc trung binh ctia ty 1& phan tram tc ché sy phat trién vi khuén sinh vat pht du

va muirc trung binh cua ty 1€ phan trdm e ché tao mang sinh hoc trén toan by cac chung
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thr nghiém cua mau thtr d3 xt 1y thu dugc tir 2 loai thyc vét clia Hon hop[2P]-1 & muc
pha lodng 1:20 dugc thé hién trén Bang 4-1.
Béng 4-1: Hiéu qua trung binh cta ty 1€ phan trim Gc ché su phat trién sinh vat

phu du va ty 1€ phan trim trc ché tao mang sinh hoc trén 6 chung Staphylococcus aureus

da thir nghiém cta mau thr da xt 1y dua trén Hon hop[2P]-1 & muc pha lodng 1:20

Uc ché |Uc ché Uc ché
phat tao phat Uc ché
(A) trién  |mang (B) trién tao mang
sinh vat | sinh sinh vat |sinh hoc
phu du |hoc phu du
Hon hop[2P]-1 |22%  |36% Hon hop[2P]-1 |22% 36%
M[10P]-124 28% 47% M][10P]-75 23% 40%
MJ[10P]-236 24% 50% MJ[10P]-216 22% 41%
M[10P]-193 27% 54% M[10P]-256 19% 47%
M[10P]-286 45% 38% M[10P]-248 14% 48%
Hon hop[5P]-6 |39%  |45%
M[10P]-197 32% 55%
M[10P]-112 40% 49%
Uc ché
phat Ut ché
MJ[10P]-157 41% 52% © trién tao mang
sinh vat |sinh hoc
phu du
M[10P]-136 39% 55%
M[10P]-144 45% 52%
MJ[10P]-191 39% 57% Hon hop[2P]-1 |22% 36%
M[10P]-168 44% - |53% Hon hop[3P]-2 |27% 26%
M[10P]-115 44% 54% Hon hop[4P]-4 |27% 29%
M[10P]-98 48% 51% M[10P]-293 28% 32%
M[10P]-102 51% 54% M[10P]-301 28% 28%
MJ[10P]-150 49% 59% M[10P]-312 40% 37%
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M[10P]-103  [51% |58%
M[10P]-130  [57% |61%
M[10P]-149  [56%  |63%
M[10P]-181  |65%  |70%

20 mAu thir da xit 1y thu duoc tir cac ché pham thao dugc chira 5 hodc 10 loai
thuc vat dugce théy ¢O hoat tinh chéng tao mang sinh hoc va hoat tinh khang vi sinh vat
ca0 hon so véi chiét xuat hén hop tham chiéu Hon hop[2P]-1 (Bang 4-1 A). Bén chiét
xuét hdn hop 10 loai thyc vat dugc théy ¢0 hoat tinh chéng tao mang sinh hoc cao hon
va hoat tinh khang vi sinh vt tuong duong hodc thap hon (Bang 4-1 B). Nam mau thir
da xtr ly chira 3, 4 hodc 10 loai thuc vét dugc théy c6 hoat tinh khang vi sinh vét cao
hon va hoat tinh chéng tao mang sinh hoc twong duong hodc thap hon (Bang 4-1 C).

Muc trung binh cua ty 16 phan tram (rc ché sy phét trién vi khuan sinh vat phu du
va muc trung binh cua ty 1€ phan trim (rc ché tao mang sinh hoc trén toan bd cac chung
thr nghiém cua mau thtr da xt 1y thu dugc tir cac ché phém thao dugc chira 2 loai thuc
vét ctia Hon hop[2P]-2 & mirc pha lodng 1:20 dugc thé hién trén Bang 4-2.

Bang 4-2: Hiéu qua trung binh cua ty 1€ phan trim Gc ché su phat trién sinh vt
phu du va trung binh cua ty 1€ phan trim trc ché tao mang sinh hoc trén 6 ching
Staphylococcus aureus da thir nghiém cua mAu thtr da xir 1y dua trén Hon hop[2P]-2 ¢
mrc pha lodng 1:20. (A) Cac chiét xuét hdn hop cho thdy hoat tinh khang vi sinh vét va
hoat tinh chdng tao mang sinh hoc cao hon. (B) Céic chiét xuét hdn hop cho thiyhoat
tinh chdng tao mang sinh hoe va hoat tinh khang vi sinh vat twong duong hoac thap hon.
(C) Cac chiét xudt hdn hop cho théy hoat tinh khang vi sinh vat va hoat tinh chéng tao

mang sinh hoc tuong duong hodc thap hon.

Uc ché |Uc ché Ucché |, ,
Uc ché
phat tao phat
. , tao
(A) trién mang (B) trién
mang
sinh vat | sinh sinh vat
sinh hoc
phudu |hoc phu du
Hon hop[2P]-2 |12%  |-3% Hon hop[2P]-2 | 12% -3%
M[10P]-308 16% 13% M[10P]-84 9% 27%
Hon hop[3P]-7 | 23% 9% M[10P]-158 12% 30%
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M[10P]-264 |15%  |29% M[10P]-071 |11% 35%

M[10P]-317 |36%  |9% M[10P]-227 |12% 42%

M[10P]-217 [17%  |28% M[10P]-250 |11% 44%

M[10P]-280 |21%  |27% M[10P]-226 |13% 51%

Hon hop[6P]-7 |36% | 16%

M[10P]-267 |17% . |36%

Hon hop[3P]-3|27%  |28%
Ucché |, )
ohit Uc ché

) tao

M[10P]-247 |16%  |40% (©) trién ‘
sinh vat e
ohi du sinh hoc

M[10P]-214 (23% |33%

M[10P]-303  |35% |22%

M[10P]-281 |17%  |42% Hbn hop[2P]-2 | 12% -3%

M[10P]-273 |19% T 141% Hon hop[4P]-6 | 19% -5%

Hon hop[5P]-4 |34%  |27% |

M[10P]-198 |16%  |46%

M[10P]-241 |26% |38%

M[10P]-132  |23% |41%

M[10P]-239  |28%  |44%

M[10P]-262 |25%  |48%

M[10P]-129 |28%  [46%

M[10P]-186 |31%  |44%

M[10P]-311  |40% ~ |38%

M[10P]-134  |32% |48%

M[10P]-182  |40%  |44%

M[10P]-178 |39%  |45%

M[10P]-202 |37%  |50%

M[10P]-156  |40%  |48%

M[10P]-194 |41%  |49%
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M[10P]-105 |47% |44%
M[10P]-240 |42% |61%
M[10P]-169 |53% |57%
M[9P]-13 100% | 86%

33 mau thir da xir 1y thu duoc tir cac ché phdm thao dugc chaa 3, 5, 9 hodc 10
loai thuc vat dugc théy c6 hoat tinh chéng tao mang sinh hoc va hoat tinh khang vi sinh
vat cao hon so véi chiét xuit hdn hop tham chiéu Hdn hop[2P]-2 (Bang 4-2 A). Séu
chiét xuat hdn hop 10 loai thuc vat dugc théy c¢6 hoat tinh chéng tao mang sinh hoc cao
hon v hoat tinh khang vi sinh vat tuong duong hoc thip hon (Bang 4-2 B). Mot chiét
xuat hdn hop 4 loai thuc vat dugce thiy c6 hoat tinh khang vi sinh vat cao hon va hoat
tinh chdng tao mang sinh hoc twong dwong (Bang 4-2 C).

Mic trung binh cta ty 1€ phan trim tc ché su phat trién vi khuén sinh vat phu du
va murc trung binh cua ty 1€ phan tram trc ché tao mang sinh hoc trén toan bd cac chiing
thtr nghiém cua mau thir da xir Iy thu dugc tir cac ché phém thao duoc chira 2 loai thuc
vat ctia Hon hop[2P]-3 & muc pha lodng 1:20 dugc thé hién trén Bang 4-3.

Bang 4-3: Hiéu qua trung binh cua ty 1€ phan tram tc ché sy phat trién sinh vat
phu duvaty 1€ phan tram tc ché tao mang sinh hoc trén 6 ching Staphylococcus aureus
da thir nghiém ctia mau thir da xir Iy dya trén Hon hop[2P]-3 & muc pha loang 1:20. (A)
Céc chiét xuat hdn hop cho thay hoat tinh khang vi sinh vat va hoat tinh chéng tao mang
sinh hoc cao hon. (B) Cac chiét xuét hdn hop cho thay hoat tinh khang vi sinh vat va

hoat tinh chdng tao mang sinh hoc twong dwong hodc thap hon.

Ucché |, , . .
Uc ché Uc ché ) )
phat . [Uc ché tao
., . fao phat trién
(A) trién sinh| B) mang sinh
mang sinh vat
vatphu | hoc
sinh hoc phu du
| du
Hon hop[2P]-3 [12% 28% Hon hop[2P]-3 [12% 28%
M[10P]-44 15%  B5% Hon hop[4P]-7 |17% 5%
M[10P]-271 13% 47% Hbn hop[3P]-8 19% 14%
M[10P]-218  |19% 42% M[10P]-300 20% 15%
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M[10P]-268  [16%  16% M[10P]-309  33%
Hon hop[3P]-4 |17%  KW7%
M[10P]-210  P2%  ©42%
M[10P]-165 2%  #2%
Hdn hop[5P]-5 9%  B6%
M[10P]-287 B4%  PB1%
M[10P]-148 P8%  ©1%
M[10P]-290 B1%  [39%
M[10P]-229  [15%  [56%
M[6P]-8 34%  W0%
M[10P]-319  B8%  B7%
M[10P]-244  R1%  [56%
M[10P]-223  R3%  [55%
M[10P]-232 R5%  61%
M[10P]-119  W2%  W¥8%
M[10P]-183  B9%  [51%
M[10P]-292  W7%  {48%
M[10P]-174  W7%  59%
M[10P]-167  80%  [11%
M[9P]-14 90%  83%

% ’

23 mAu thir d3 x@ 1y thu dugc tir cac ché pham thao dugc chira 3, 5, 9 hogc 10
loai thuc vat dugc théy ¢6 hoat tinh chéng tao mang sinh hoc va hoat tinh khéng vi sinh
vat cao hon so v6i chiét xuat hdn hgp tham chiéu Hon hop[2P]-3 (Bang 4-3 A). Bén
mau thr d¢a xir 1y thu dugce tir cac ché phém thao dugce chira 3, 4 hodc 10 loai thuc vat
duoc the"iy ¢0O hoat tinh chéng tao mang sinh hoc cao hon va hoat tinh khang vi sinh vat
tuong duong hodc thip hon (Bang 4-3 B).

Mc trung binh cua ty 1€ phén tram trc ché su phat trién vi khuén sinh vt phu du
va murc trung binh cua ty 1€ phﬁn tram Grc ché tao mang sinh hoc trén toan bo cac chung
thr nghiém cua mau thr d3 xtr 1y thu duoc tir cac ché phém thao duoc chira 3 loai thuc
vét ciia Hon hop[3P]-1 & mitc pha loang 1:20 dugc thé hién trén Bang 4-4.

Bang 4-4: Hiéu qua trung binh cua ty 1€ phan trim ché sy phat trién sinh vat
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phuduvatylé phéan tram trc ché tao mang sinh hoc trén 6 ching Staphylococcus aureus
da thir nghiém cua mAu thir da xir Iy dya trén Hon hop[3P]-1 ¢ mirc pha loang 1:20. (A)
Céc chiét xuit hdn hop cho thay hoat tinh khang vi sinh vat cao hon va hoat tinh chéng
tao mang sinh hoc. (B) Cac chiét xuat hdn hop cho thiy hoat tinh chéng tao mang sinh
hoc v hoat tinh khang vi sinh vat twong duong hodc thdp hon. (C) Céc chiét xuat hdn

hop cho thdy hoat tinh khéng vi sinh vat va hoat tinh chéng tao mang sinh hoc twong

dwong hodc thap hon.
Uc ché |Uc ché Uc ché
phat tao phét Uc ché
(A) trién mang (B) trién tao mang

sinh vat |sinh sinh vat |sinh hoc

phudu |hoc phu du
Hon hop[3P]-1 [31% |15% Hbn hop[3P]-1 [31% 15%
Hbn hop[4P]-8  [37%  |20% Hon hop[3P]-6 |16% 20%
Hon hop[6P]-10 [33%  |25% Hon hop[4P]-9 [30% 21%
M[10P]-314 34%  [24% Hbn hop[3P]-9 |19% 23%
Hon hop[4P]-2  [37% - |22% M[10P]-282  |24% 26%
Hon hop[6P]-11 [35%  |27% Hon hop[3P]-5 [29% 36%
Hon hop[4P]-3  [41%  |24% M[10P]-269 14% 37%
M[10P]-315 39%  |27% M[10P]-278 18% 40%
M[10P]-284 41%  |31% M[10P]-219 30% 42%
M[10P]-321 37%  |39% M[10P]-255 20% 43%
M[10P]-109 36%  |43% M[10P]-270 15% 43%
M[10P]-302 44%  135% M[10P]-251 13% 44%
Hon hop[5P]-8  [43%  |40% M[10P]-258  |20% 44%
M[6P]-9 51%  [35% M[10P]-209  [21% 45%
M[10P]-160 35%  [52% M[10P]-221  |17% 49%
M[10P]-212 43%  |45% M[10P]-253 21% 49%
M[10P]-274 38%  |51% M[10P]-252 18% 50%
M[10P]-246 34%  |56% M[10P]-257 18% 51%
M[10P]-205 42%  |48% M[10P]-242  |29% 54%
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M[10P]-285 52%  |39%

M[10P]-201 37% | 54%

M[10P]-222 32%  |59%
Uc ché ,
phat . ue

Hdn hop[4P]-10 |52%  |40% (®) trién Ché @
sinh vat mane
ohi du sinh hoc

M[10P]-230 38% | 54%

M[10P]-220 43%  |50%

Hon hop[5P]-2 |51%  [42% Hon hop[3P]-1 [31% 15%

Hon hop[5P]-1  |50%  [44% Hbn hop[4P]-1 [37% 15%

M[10P]-215 38%  |55% M[10P]-313 38% 12%

Hon hop[6P]-6 |56%  |38%

M[10P]-235 40%  |54%

M[10P]-207 43%  [53%

Hbn hop[5P]-3 |51%  [48%

M[10P]-307 58%  |43%

M[10P]-289 60% |41%

M[10P]-272 40%  |62%

M[10P]-184 48%  [55%

M[10P]-151 48%  [57%

M[10P]-123 51% |55%

M[6P]-1 60%  |50%

M[6P]-5 61% |51%

M[7P]-3 61% |54%

M[10P]-192 57%  |60%

M[10P]-164 58%  [59%

M[7P]-1 62%  |57%

M[10P]-296 63% [60%

M[6P]-4 73%  |51%
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Hbn hop[5P]-7 [64%  |60%

M][6P]-2 68% 57%

M[10P]-225 60% | 66%

M[10P]-188 65% 61%

Hon hop[4P]-5  |61% | 66%

M[10P]-125 66% | 62%
M[10P]-173 65% |67%
M[10P]-237 69%  |63%
M[7P]-3 71%  |64%
M[10P]-294 7%  |65%

M[10P]-199 70% | 69%

M[10P]-142 71% 69%

Hon hop[6P]-3  |72% | 68%

M[10P]-145 72% 69%

M[10P]-180 2%  |70%

M[10P]-140 2%  |71%
M[10P]-162 73%  |70%
M[10P]-176 74%  [70%
M[10P]-172 2% |73%
M[10P]-152 % | 74%
M[10P]-40 7%  |68%
M[7P]-4 72%  |76%

M[10P]-170 80% 74%

M[10P]-196 78% 77%

M[10P]-190 82% 76%

M[10P]-154 80% 79%

M[10P]-175 84% | 77%
M[9P]-20 93%  |81%
M[9P]-17 95%  |84%
M[9P]-19 95%  |86%
M[9P]-11 96%  |91%
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M[9P]-18 98%  |89%
M[9P]-12 103% |91%
M[9P]-15 106% | 88%
M[9P]-16 106% | 91%

801n§uth&dﬁxﬁl§thudugct&cécchéph&nihéoduqcchﬁa4,5,6,7,9hoac
10 loi thuc vat dugc théy ¢0O hoat tinh chéng tao mang sinh hoc va hoat tinh khéng vi
sinh Vit cao hon so v6i chiét xudt hdn hop tham chiéu Hdn hop[3P]-1 (Bang 4-4 A). 18
mau thir d3 xt ly thu dugc tir cac ché phém thao duogc chtra 3, 4, hoac 10 loai thyc vat
dugc thdy c6 hoat tinh chéng tao mang sinh hoc cao hon va hoat tinh khang vi sinh vt
tuongduonghoécth&phon(Béng4~4ED.2Inﬁuﬂnidﬁx&IYthuduqct&cécchéph&n
thao duoc ¢6 4 va 10 loai thuc vat dugc théy c6 hoat tinh khang vi sinh vat cao hon va
hoat tinh chdng tao mang sinh hoc twong duong (Bang 4-4 C).
Vi du so sanh 2

Dudi dang vi du so sanh, sang ché thé hién mot s6 chiét xuét hdn hop c6 3 hodc
1010m¢hucvétﬂn1dugctﬁcécchéph&nihéoduqcchichﬁarn@thﬁthucvétnongsé
3lom¢hucxétcﬁavidu1(PAJ3,PA21,PB12LInédéduocthéykhéngcéhoéccéhoat
tinh khang vi sinh vat va chéng tao mang sinh hoc kém dbi v6i Staphylococcus aureus.

Mudi ché phém thao duoc, ham luong ctia n6 dugc néu trong danh muc 4-8, dugc
bao ché theo phwong phap A da dugc md ta & trén. _

Danh muc 4-8: Cac ché phdm thao dugc clia mau tht da xir Iy

M[3P]-31: PA21; PAOS; PB06;

M[3P]-35: PA21; PA76; PB50;

M[3P]-37: PA21; PB06; PB50;

M[3P]-43: PB12; PAOS; PC34;

M[3P]-45: PB12; PA76; PB50;

M[10P]-65: PAO1; PA08; PA25; PA29; PA37; PB12; PB50; PC15; PC37; PDO5;

M[10P]-70: PA10; PA16; PA21; PA25; PA37; PA75; PB18; PB45; PCO4; PC57;

M[10P]-72: PA08; PA21; PA62; PAT70; PA85; PB19; PB31; PB45; PB49; PC26;

M[10P]-89: PA10; PA13; PA18; PA19; PA37; PA41; PA75; PB49; PC21; PC67;

M[10P]-306: PA15; PA21; PA22; PA62; PAT75; PB18; PB49; PB85; PC49;
PCé61;
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Mudi chiét xuit chtra nuée (hoic mau thir da xt ly) duoc didu ché bat dau tir cac
ché pham thao dugc tuong tmg.

Mirc trung binh cua ty 1€ phén trim tc ché su phat trién vi khuén sinh vét phi du
va mirc trung binh cta ty 1€ phén tram Gc ché tao mang sinh hoc trén toan bd cac chung
thir nghiém d6i v6i cac mau thir da xir Iy ndy & mic pha loang 1:20 dugc xéac dinh theo
phuong phip C da duge mo ta 6 trén va duge néu trong bang 4-5.

Bang 4-5: Mtc trung binh cta ty 1€ phan trim trc ché su phat trién sinh vat phu
du va ty 1& phan trim Gc ché tao mang sinh hoc hiéu qua trén 6 ching Staphylococcus

aureus da thir nghiém ctia mau thir da xir ly & mirc pha loang 1:20.

Uc ché phat  [Uc ché tao

trién sinh vat mang sinh

phu du hoc
Hon hop[2P]-1 22% 36%
Hon hop[2P]-2 12% 3%
Hon hop[2P]-3 12% 28%
M[3P]-45 4% 5%
M[3P]-35 0% -8%
M[3P]-37 2% 9%
M[3P]-31 2% 9%
M[3P]-43 1% 1%
M[10P]-72 3% 1%
M][10P]-70 1% 15%
M[10P]-306 10% 6%
M[10P]-65 3% 17%
M[10P]-89 10% 27%

Tét ca cac mau thir da xir Iy da duge thir nghiém, thu dugc tir cac ché phim thao
duoc bao g?)m 3 hoac 10 loai thuc vat, ma bao gém mot thuc vat trong sb 3 loai thuc vat
cua vi du 1 (PA13, PA21, PB12), cho théy hoat tinh khang vi sinh vét thép hon so voi
ba chiét xuat hdn hop 2 loai thuc vat ciia Hon hgp[2P]-1 (thu dugc tir PA13 va PA21),
Hon hop[2P]-2 (thu dwgc tir PA21 va PB12) va Hon hop[2P]-3 (thu dugc tir PA13 va
PB12) tham chiéu va hoat tinh chéng tao mang sinh hoc thap hon so v&i Hon hop[2P]-
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1 va Hon hop[2P]-3.
Vidu5

Vi du nay thé hién hoat tinh khang vi sinh vat va chdng tao mang sinh hoc dong
thoi d6i véi Staphylococcus aureus cua 390 chiét xuét hdn hop thu dugc tlr cac ché phdm
thao duoc bao gém it nhét 2 loai thuc vt trong s6 3 loai thuc vat dugc md ta trong vi
du 1 (xem Bang 1-1) va thyc vt bd sung dé két hop su két hop gém 9 dén 20 loai thuc
vat.

Thuc vat kho loai duoc dung thu duge tir “Pharmacie Fontgieve” (Clermont-
Ferrand, Phap, thuc vat PAOO dén PB 12) va “Pharmacie St Herem” (Clermont-Ferrand,
Phap, thuc vat PB13 dén PD02).

Céc ché phim thao dugc chia tir 9 dén 20 loai bot thue vét duge bao ché theo
phuong phap A da dugc mo ta ¢ trén.

4 ché pham thao dugc tham chiéu Hn hop[2P]-1, Hn hop[2P]-2, Hon hop[2P]-
3, Hn hop[3P]-1 va 390 ché phdm thao duge méi duge bao ché co ham lugng thé hién
dudi day (Danh muc 5-3).

Danh sach 5-3:Céc ché phim thao dugc ctia mau thir da xu ly

HBn hop[2P]-1: PA13; PA21;

Hon hop[2P]-2: PA21; PB12;

Hon hop[2P]-3: PA13; PB12;

Hon hop[3P]-1: PA13; PA21; PB12;

M[09P]-1: PA13; PA14; PA20; PA21; PA23; PA67; PB12; PC27; PC60;

M[09P]-2: PA11; PA14; PA20; PA21; PA23; PA67; PB12; PC27; PC60;

M[09P]-3: PA11; PA13; PA20; PA21; PA23; PA67; PB12; PC27; PC60;

M[09P]-4: PA11; PA13; PA14; PA21; PA23; PA67; PB12; PC27; PC60);

M[09P]-6: PA11; PA13; PA14; PA20; PA23; PA67; PB12; PC27; PC60;

M[09P]-6: PA11; PA13; PA14; PA20; PA21; PA67; PB12; PC27; PC60;

M[09P]-7: PA11; PA13; PA14; PA20; PA21; PA23; PB12; PC27; PC60;

M[09P]-8: PA11; PA13; PA14; PA20; PA21; PA23; PA67; PC27; PC60;

M[09P]-9: PA11; PA13; PA14; PA20; PA21; PA23; PA67; PB12; PC60;

M[09P]-10: PA11; PA13; PA14; PA20; PA21; PA23; PA67; PB12; PC27;

M[09P]-21: PC49; PC37; PA13; PA13; PA13; PA11; PA29; PA21; PB12;

M[10P]-41: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB83; PC20;
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M[10P]-303: PC49; PC37; PA13; PA13; PA13; PAll; PA29; PA2I; PB12;
PC33; _

M[11P]-1: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB8S; PC20;
PA11;

M[11P]-2: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB8S; PC20;
PA14;

M[11P]-3: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB8S; PC20;
PA2S;

M([11P]-4: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB88; PC20;
PA26;

M[11P]-5: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB8S; PC20;
PA28; '

M[11P]-6: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB88; PC20;
PA29;

M[11P]-7: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB88; PC20;
PA67;

M[11P]-8: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB8S; PC20;
PATS;

M[11P]-9: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB88; PC20;
PC49; »

M[11P]-10: PA13; PA20; PA21; PB02; PB12; PB27; PB33; PB60; PB88; PC20;
PC60;

M[11P]-11: PC49; PC37; PA13; PA13; PA13; PA11; PA29; PA21; PB12; PC33;
PA39;

M[11P]-12: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PA13; PA13;
PA21;

M[12P]-1: PC49; PC37; PA13; PA13; PA13; PA1l; PA29; PA21; PB12; PC33;
PA39; PA22;

M[12P]-2: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PA13; PA13;
PA21; PA29;

M[13P]-1: PC49; PC37; PA13; PA13; PA13; PA11; PA29; PA21; PB12; PC33;
PA39; PA22; PA20;
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M[13P]-2: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PAL3; PA13;
PA21; PA29; PC20;

M[14P]-1: PC49; PC37; PA13; PA13; PA13; PA11; PA29; PA21; PB12; PC33;
PA39; PA22; PA20; PC26;

M[14P]-2: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PAL3; PA13;
PA21; PA29; PC20; PC49;

M[15P]-1: PA10; PA11; PA13; PA15; PA20; PA21; PA23; PA26; PA33; PB08;
PB12; PB60; PB88; PC12; PC20;

M[15P]-5: PC49; PC37; PA13; PA13; PA13; PAL1; PA29; PA21; PB12; PC33;
PA39; PA22; PA20; PC26; PC20;

M[16P]-1: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PA57; PBO7; PB12;
PC11; PC12; PC20; PC51; PC55; PC67,

M[16P]-2: PA11; PA12; PA13; PA14; PA20; PA21; PA22; PA29; PA39; PB12;
PB60; PC20; PC26; PC33; PC37; PC49;

M[16P]-3: PA11; PA12; PA14; PA14; PA20; PA21; PA22; PA29; PA39; PB12;
PB60; PC20; PC26; PC33; PC37; PC49; |

M[16P]-5: PC49; PC37; PA13; PA13; PA13; PA11; PA29; PA21; PB12; PC33;
PA39; PA22; PA20; PC26; PC20; PA12;

M[16P]-6: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PA13; PAI3;
PA21; PA29; PC20; PC49; PA14; PAl4;

M[17P]-1: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PC11; PC11; PC12; PC20; PC51; PC55; PC67,

M[17P]-2: PA11; PA12; PA13; PA14; PA14; PA20; PA21; PA22; PA29; PA39;
PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[17P]-3: PA11; PA12; PA13; PA13; PA13; PA20; PA21; PA22; PA29; PA39;
PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[17P]-5: PA0OO; PA10; PA20; PA21; PA23; PA24; PA29; PAST; PB07; PB12;
PC11; PC11; PC12; PC20; PC51; PC55; PC67,

M[17P]-4: PA10; PA10; PA11; PA13; PA15; PA20; PA20; PA21; PA23; PA33;
PB08; PB12; PB12; PB60; PB8§; PC12; PC20;

M[17P]-6: PA10; PA11; PA14; PA18; PA21; PA23; PA29; PA67; PB0O; PBO7;
PB12; PB33; PB77; PC11; PC52; PC60; PC71;
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M[17P]-8: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PA13; PAI3;
PA21; PA29; PC20; PC49; PA14; PA14; PA22,

M[17P]-9: PA13; PA13; PA13; PC49; PC37; PA11; PA20; PA22; PA12; PC26;
PB60; PA39; PC33; PC20; PA14; PA14; PA2I;

M[18P]-1: PA10; PA11; PA13; PA14; PA18; PA21; PA23; PA29; PA67; PBOO;
PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[18P]-2: PA11; PA11; PA12; PA13; PA14; PA14; PA20; PA21; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-3: PA12; PA13; PA13; PA13; PA14; PA14; PA20; PA21; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49; '

M[18P]-4: PA11; PA13; PA13; PA13; PAl14; PA14; PA20; PA21; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-5: PA11; PA12; PA13; PA13; PA14; PA14; PA20; PA21; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-6: PA11; PA12; PA13; PA13; PA13; PA14; PA20; PA21; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-7: PA11; PA12; PA13; PA13; PA13; PA14; PA14; PA21; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-9: PA11; PA12; PA13; PA13; PA13; PA14; PA14; PA20; PA22; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-9: PA11; PA12; PA13; PA13; PA13; PA14; PA14; PA20; PA21; PA29;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-10: PA11;PA12; PA13;PA13;PA13; PA14; PA14;PA20; PA21; PA22;
PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-11: PA11; PA12; PA13;PA13; PA13; PA14; PA14; PA20; PA21; PA22;
PA29; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-12: PA11;PA12; PA13;PA13; PA13; PA14; PA14; PA20; PA21; PA22;
PA29; PA39; PB60; PC20; PC26; PC33; PC37; PC49;

M[18P]-13: PA11; PA12; PA13; PA13; PA13; PA14; PA14; PA20; PA21; PA22;
PA29; PA39; PB12; PC20; PC26; PC33; PC37; PC49;

M[18P]-14: PA11;PA12;PA13;PA13; PA13; PA14; PA14; PA20; PA21; PA22;
PA29; PA39; PB12; PB60; PC26; PC33; PC37; PC49;
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M[18P]-15: PA11; PA12; PA13;PA13; PA13; PA14; PA14; PA20; PA21; PA22;
PA29; PA39; PB12; PB60; PC20; PC33; PC37; PC49;

M[18P]-16: PA11; PA12; PA13; PA13; PA13; PA14; PA14; PA20; PA21; PA22;
PA29; PA39; PB12; PB60; PC20; PC26; PC37; PC49;

M[18P]-17:PAIl;PAlZ;PA13;PA13;PA13;PA14;PA14;PA20;PA21;PA22;
PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC49; |

M[18P]-18: PA11; PA12; PA13;PA13; PA13; PA14; PA14;PA20; PA21; PA22;
PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC37;

M[18P]-23: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAST; PBO7; PB12;
PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[18P]-19: PA11; PA13; PA15;PA20; PA20; PA21; PA23; PA26; PA26; PA26;
PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[18P]-20: PA10; PA10; PA11;PA13; PA15; PA21; PA23; PA26; PA26; PA26;
PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[18P]-21: PA10; PA10; PA11; PA13; PA15; PA20; PA20; PA21; PA23; PA26;
PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[18P]-22: PA10; PA10; PA11; PA13; PA15; PA20; PA20; PA21; PA23; PA26;
PA26; PA26; PA33; PB08; PB60; PB88; PC12; PC20;

M][18P]-24: PA00; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PB12; PB12; PB12; PC12; PC20; PC51; PC55; PC67,

M[18P]-25: PA10; PA11; PA13; PA14; PA18; PA21; PA23; PA29; PA67; PBOO;
PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[18P]-31: PA13;PA13; PA13; PA14; PA14; PA26; PA26; PA28; PAS2; PAGT,
PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[18P]-33:PAI1;PAl1;PA13;PA14;PA14;PA26;PA26;PA28;PA52;PA67;
PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[18P]-34: PA11;PA11;PA13;PA13;PA13;PA26; PA26; PA28; PAS2; PAGT;
PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[18P]-34: PA11;PA11;PA13;PA13;PA13; PA14;PA14; PA28; PAS2; PAGT;
PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[18P]-35: PC49; PC37; PA13; PA13; PA13; PA11; PA29; PA21; PB12; PC33;
PA39; PA22; PA20; PC26; PC20; PA12; PA14; PAl4;
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M[18P]-36: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PA13; PA13;
PA21; PA29; PC20; PC49; PA14; PA14; PA22; PA20;

M[18P]-37: PA13; PA13; PA13; PC49; PC37; PA11; PA20; PA22; PA12; PC26;
PB60; PA39; PC33; PC20; PA14; PA14; PA21; PA29;

M[19P]-1: PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29; PA6T; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-2: PA11; PA14; PA20; PA21; PA25; PA26; PA28; PA29; PA6T; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-3: PA11; PA13; PA20; PA21; PA25; PA26; PA28; PA29; PAGT; PAT5;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-4: PA11; PA13; PA14; PA21; PA25; PA26; PA28; PA29; PAGT; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-5: PA11; PA13; PA14; PA20; PA25; PA26; PA28; PA29; PAGT; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-6: PA11; PA13; PA14; PA20; PA21; PA26; PA28; PA29; PAGT; PATS;
PB02; PB12; PB27; PB33; PB60; PB&8; PC20; PC49; PC60;

M[19P]-7: PA11; PA13; PA14; PA20; PA21; PA25; PA28; PA29; PA6T; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-8: PA11; PA13; PA14; PA20; PA21; PA25; PA26; PA29; PA67T; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-9: PA11; PA13; PA14; PA20; PA21; PA25; PA26; PA28; PAGT; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-10: PA11;PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29; PATS;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-11: PA11;PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-12: PA11;PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-13: PA11; PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[19P]-14: PA11; PA13; PA14;PA20;PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB12; PB33; PB60; PB&8; PC20; PC49; PC60;
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M[19P]-15: PA11; PA13; PA14;PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB12; PB27; PB60; PB88; PC20; PC49; PC60;

M[19P]-16: PA11; PA13; PA14;PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB12; PB27; PB33; PB88; PC20; PC49; PC60;

M[19P]-17: PA11; PA13; PA14;PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB12; PB27; PB33; PB60; PC20; PC49; PC60;

M[19P]-18: PA11; PA13; PA14;PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB12; PB27; PB33; PB60; PB88; PC49; PC60;

M[19P]-19: PA11; PA13; PA14;PA20; PA21; PA25; PA26; PA28; PA29; PAGT;
PA75; PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC60;

M[19P]-20: PA11; PA13; PA14;PA20; PA21; PA25; PA26; PA28; PA29; PA6T;
PA75; PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49;

M[19P]-21: PA00; PA10; PA20; PA21; PA23; PA24; PA29; PAST; PB0O7; PB12;
PB12; PB12; PB12; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-22: PA10; PA11; PA13;PA13; PA14; PA18; PA21; PA23; PA29; PAGT;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-23: PA11;PA12; PA13;PA13; PA13; PA14;PA14;PA20; PA21; PA22;
PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[19P]-24: PA11;PA11;PA12;PA13; PA13; PA13; PA14; PA20; PA21; PA22;
PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[19P]-25:PAIO;PAI1;PA13;PA15;PA20;PA20;PA21;PA23;PA26;PA26;
PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-26: PA10; PA10; PA13; PA15;PA20; PA20; PA21; PA23; PA26; PA26;
PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-27: PA10; PA10; PA11;PA15;PA20; PA20; PA21; PA23; PA26; PA26;
PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-28: PA10; PA10; PA11;PA13; PA20; PA20; PA21; PA23; PA26; PA26;
PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-29: PA10; PA10; PA11;PA13;PA15;PA20; PA21; PA23; PA26; PA26;
PA26; PA33; PB0S; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-30: PA10; PA10; PA11;PA13; PA15; PA20; PA20; PA23; PA26; PA26;
PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

-75-



37249

M[19P]-31: PA10; PA10; PA11; PA13; PALS5; PA20; PA20; PA21;PA26; PA26;
PA26; PA33; PB0S; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]—32:PAlO;PAIO;PAll;PAl3;PA15;PA20;PA20;PA21;PA23;PA26;
PA26; PA33; PB0S; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-33:PAlO;PAIO;PAII;PA13;PA15;PA20;PA20;PA21;PA23;PA26;
PA26; PA26; PB08; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-34:PAIO;PAIO;PAII;PA13;PA15;PA20;PA20;PA21;PA23;PA26;
PA26; PA26; PA33; PB12; PB12; PB60; PB88; PC12; PC20;

M[19P]-35: PA10; PA10; PA11;PA13;PA15;PA20; PA20; PA21; PA23; PA26;
PA26; PA26; PA33; PB0S; PB12; PB60; PB88; PC12; PC20;

M[19P]-36:PAlO;PAIO;PAll;PAB;PAlS;PAZO;PA20;PA21;PA23;PA26;
PA26; PA26; PA33; PB08; PB12; PB12; PB88; PC12; PC20;

M[19P]-37:PAlO;PAIO;PAll;PA13;PA15;PA20;PA20;PA21;PA23;PA26;
PA26; PA26; PA33; PB08; PB12; PB12; PB60; PC12; PC20;

M[19P]-38: PA10; PA10; PA11; PA13; PA15; PA20; PA20; PA21;PA23;PA26;
PA26; PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC20;

M[19P]-39: PA10:PA10;PA11;PA13;PA15;PA20; PA20; PA21; PA23; PA26;
PA26; PA26; PA33; PB0S8; PB12; PB12; PB60; PB88; PC12;

M[19P]-40: PA10; PA20; PA21; PA23; PA24; PA29; PAST; PB07; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-41: PA0O; PA20; PA21; PA23; PA24; PA29; PA57; PB07; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PCS5; PC67;

M[19P]-42: PA0O; PA10; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-44: PA00; PA10; PA20; PA21; PA24; PA29; PA57,PB07; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-45: PA0O; PA10; PA20; PA21; PA23; PA29; PA57;PB07;PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-46: PA0O; PA10; PA20; PA21; PA23; PA24; PAS57; PB07; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-47: PA00; PA10; PA20; PA21; PA23; PA24; PA29; PB07; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;
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M[19P]-48: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PB12; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-49: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67;

M[19P]-50: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PB12; PB12; PB12; PC11; PC12; PC20; PC51; PC55; PC67,

M[19P]-51: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PB12; PB12; PB12; PC11; PC11; PC20; PC51; PC55; PC67;

M[19P]-52: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PB12; PB12; PB12; PC11; PC11; PC12; PC51; PC55; PC67;

M[19P]-53: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PA57; PBO7; PB12;
PB12; PB12; PB12; PC11; PC11; PC12; PC20; PC55; PC67,;

M[19P]-54: PA00; PA10; PA20; PA21; PA23; PA24; PA29; PAS7; PBO7; PB12;
PB12; PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC67;

M[19P]-55: PA00; PA10; PA20; PA21; PA23; PA24; PA29; PA57; PBO7; PB12;
PB12; PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55;

M[19P]-56: PA11; PA13;PA13; PA13; PA14; PA18; PA21; PA23;PA29; PA6T;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

h4[19P]-57:Pf\lO;P}\13;P[X13;P/X13;P/\14;P/\IS;P/\21;P}\23;P}\29;P[X67;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-58: PA10; PA11; PA13; PA13;PA14; PA18; PA21; PA23; PA29; PAGT;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-59: PA10; PA11; PA13;PA13; PA13; PA18; PA21; PA23;PA29; PAGT;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-60: PA10; PA11; PA13;PA13; PA13; PA14; PA21; PA23; PA29; PAGT;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-62: PA10; PA11; PA13;PA13; PA13; PA14; PA18; PA23; PA29; PA6T;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-62: PA10; PA11; PA13;PA13; PA13; PA14;PA18; PA21; PA29; PAGT;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-63: PA10; PA11; PA13;PA13; PA13; PA14; PA18; PA21; PA23; PAGT;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;
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M[19P]-64: PA10; PA11; PA13; PA13; PA13; PA14; PA18; PA21; PA23; PA29;
PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-65: PAlO;PAl1;PA13;PA13;PA13;PA1_4;PA18;PA21;PA23;PA29;
PA67; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-66: PA10; PA11;PA13; PA13;PA13; PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB12; PB33; PB77; PC11; PC52; PC60; PCT71;

M[19P]-67: PA10; PA11;PA13; PA13;PA13; PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB07; PB33; PB77; PC11; PC52; PC60; PC71;

M[19P]-68: PA10; PA11;PA13; PA13;PA13; PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB07; PB12; PB77; PC11; PC52; PC60; PC71;

M[19P]-69: PA10; PA11;PA13; PA13; PA13; PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB07; PB12; PB33; PC11; PC52; PC60; PC71;

M[19P]-70: PA10; PA11; PA13; PA13; PA13; PAT4; PA18; PA21;PA23; PA29;
PA67; PB00; PB07; PB12; PB33; PB77; PC52; PC60; PC71;

M[19P]-71: PA10; PA11;PA13; PA13; PA13; PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB07; PB12; PB33; PB77; PC11; PC60; PC71;

M[19P]-72: PA10; PA11; PA13; PA13; PA13; PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC71;

M[19P]-73: PA10; PA11;PA13; PA13; PA13; PA14; PA18; PA21;PA23; PA29;
PA67; PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60;

M[19P]-89: PA11;PA13;PA13;PA13; PA14; PA14;PA26; PA26; PA28; PAS2;
PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]—91:PAll;PAll;PA13;PA13;PA14;PA1‘4;PA26;PA26;PA28;PA52;
PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]-92: PA11;PA11;PA13;PA13; PA13; PA14;PA26; PA26, PA28; PAS2;
PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]-93: PA11;PA11;PA13; PA13;PA13; PA14;PA14;PA26, PA28; PAS2;
PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]-93: PA11;PA11;PA13;PA13; PA13; PA14; PA14; PA26,PA26; PA52;
PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]-95: PA11;PA11;PA13;PA13; PA13; PA14; PA14;PA26; PA26; PA28;
PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;
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M[19P]-96:PAll;PAl1;PA13;PA13;PA13;PA14;PA14;PA26;PA26;PA28;
PA52; PB00; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]-96: PA11; PA11; PA13;PA13; PA13; PA14; PA14;PA26; PA26; PA2S;
PA52; PA67; PB12; PB27; PB28; PB38; PB60; PC37; PC52;

M[19P]-98: PA11; PA11; PA13;PA13; PA13; PA14; PA14;PA26; PA26; PA2S;
PA52; PA67; PB00; PB12; PB28; PB38; PB60; PC37; PC52;

M[19P]-100: PA11; PA11; PA13; PA13; PA13; PA14; PAl4; PA26; PA26;
PA28: PA52; PA67; PB00; PB12; PB27; PB38; PB60; PC37; PC52;

M[19P]-100: PA11; PA11; PA13; PAI3; PA13; PAl4; PAl14; PA26; PA26;
PA28: PA52; PA67; PB00; PB12; PB27; PB28; PB60; PC37; PC52;

M[19P]-101: PA11; PA11; PA13; PA13; PA13; PAl4; PAl4; PA26; PA26;
PA28: PA52; PA67; PB00; PB12; PB27; PB28; PB38; PC37; PC52;

M[19P]-102: PA11; PA11; PA13; PA13; PA13; PAl4; PAl4; PA26; PA26;
PA28: PA52; PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC52;

M[19P]-103: PA11; PA11; PA13; PAL3; PAI3; PAl4; PAl14; PA26; PA26;
PA28: PA52; PA67; PB00; PB12; PB27; PB28; PB38; PB60; PC37;

M[19P]-104: PC49; PC37; PA13; PAI13; PA13; PA11; PA29; PA21; PB12;
PC33; PA39; PA22; PA20; PC26; PC20; PA12; PA14; PA14; PB60;

M[19P]-105: PA11; PC37; PC33; PA39; PB60; PC26; PB12; PA13; PAI3;
PA13; PA21; PA29; PC20; PC49; PA14; PA14; PA22; PA20; PA12;

M[19P]-106: PA13; PA13; PA13; PC49; PC37; PAll; PA20; PA22; PAI2;
PC26; PB60; PA39; PC33; PC20; PA14; PA14; PA21; PA29; PB12;

M[20P]-29: PA10; PA11; PA12; PA13; PA14; PA15; PA16; PA17; PAL8; PAILY;
PA20; PA21; PA22; PA23; PA24; PA25; PA26; PA27; PA28; PA29;

M[20P]-240: PA21; PA24; PA26; PA33; PA37; PA39; PA67; PB0O; PBI10;
PB12; PB26; PB28; PB33; PB82; PB88; PC20; PC21; PC52; PC60; PCI7;

M[20P]-296: PA0O; PA11; PA13; PA15; PA21; PA22; PA24; PA26; PA28;
PA33; PA39; PA94; PB08; PB12; PB20; PB28; PB33; PB99; PC26; PC52;

M[20P]-297: PA10; PA11; PA13; PAl4; PA20; PA21; PA25; PA26; PA29;
PA33; PA57; PA67; PA6Y; PB07; PB12; PB60; PC20; PC37; PC49; PC98;

M[20P]-335: PA0O; PA10; PA11l; PA21; PA26; PA27; PA31; PA34; PA6T;
PA69; PA81; PA89; PBO1; PB10; PB12; PB25; PB58; PC11; PC86; PC97;
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MJ[20P]-340: PA11; PAB; PA15; PA18; PA21; PA26; PA34; PA36; PA6Y;
PA79; PA95; PB00; PB05; PB07; PB25; PB48; PB60; PC35; PC74; PC84;
M[20P]-349: PA10; PA11; PA13; PA16; PA20; PA33; PA69; PA94; PBO7;
PB0S; PB12; PC01; PC27; PC28; PC49; PC50; PC53; PC55; PC60; PC67;
M[20P]-371: PAO5; PA14; PA15; PA21; PA22; PA23; PA25; PA27; PA32;
PA34:; PA35; PA57; PA72; PA89; PB12; PB39; PB88; PC20; PC55; PC74;
M[20P]-374: PA06; PA13; PA21; PA24; PA25; PA26; PA27; PAST; PB12;
PB24: PB28; PB29; PB35; PB38; PB61; PC11; PC37; PC54; PC74; PC86;
M[20P]-375: PA11; PA15; PA19; PA20; PA21; PA22; PA28; PA29; PAGT;
PA81; PB10; PB12; PB26; PB28; PC23; PC52; PC58; PC60; PC73; PC98;
M[20P]-377: PAO7; PA10; PA1l; PA13; PA14; PA21; PA22; PA24; PA29;
PA32; PA33; PA35; PAS7; PB10; PB28; PB36; PB82; PC49; PC52; PC94;
M[20P]-380: PA13; PA15; PAl6; PA21; PA24; PA28; PA33; PA38; PA40;
PA72; PB12; PB26; PB27; PB82; PC14; PC33; PC55; PC57; PC58; PC98;
M[20P]-382: PA0O; PA12; PA13; PAL16; PA21; PA24; PA25; PA26; PA28;
PA29: PA35; PA57; PA75; PB33; PB88; PC14; PC24; PC36; PC58; PC66;
M[20P]-383: PA10; PA21; PA22; PA23; PA25; PA27; PA8I; PARS; PB12;
PB26:; PB28; PB39; PB77; PB82; PC01; PC17; PC37; PC50; PC52; PC67;
M[20P]-386: PA13; PA14; PA28; PA29; PA33; PA35; PA40; PAST; PAGT;
PA79; PAZS; PB00; PBO1; PBO7; PB12; PB33; PB77; PB85; PC50; PC66;
M[20P]-387: PA0O; PAOS; PA10; PA2I; PA23;.PA24; PA29; PA40; PA%4;
PA99: PB12; PB82; PB88; PB99; PC11; PC20; PC24; PC34; PC37, PC61;
M[20P]-388: PA12; PA13; PA14; PAL5; PA20; PA21; PA26; PA29; PA35;
PA40; PA67; PA89; PA9S; PB12; PB33; PCO1; PC14; PC58; PC68; PC88;
M[20P]-392: PA11; PA14; PA21; PA23; PA26; PA29; PA30; PAS7; PASIL;
PA85; PA94; PB03; PB07; PB12; PB29; PC33; PC51; PC53; PC71; PC73;
M[20P]-396: PAO5; PA14; PAL5; PA17; PA21; PA28; PA29; PA35; PA3T;
PA39: PA40; PA69; PA72; PAR9; PB10; PB12; PC34; PC67; PC71; PC97,;
M[20P]-401: PA13; PA15; PA16; PA23; PA26; PA29; PA33; PA34; PASS;
PB12; PB26; PB33; PC21; PC50; PC52; PC53; PC55; PC58; PC67; PCT1;
M[20P]-403: PA13; PA14; PA20; PA22; PA24; PA26; PA33; PA35; PBOS;
PB12; PB26; PB33; PB50; PB61; PC21; PC27; PC37; PC52; PC54; PC58;
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M[20P]-407: PA20; PA21; PA22; PA25; PA29; PA48; PAS1; PAST; PA6T;
PA75; PA94; PB07; PB12; PC21; PC34; PC41; PC51; PC53; PC55; PC97;
M[20P]-408: PA11; PA12; PA13; PALS5; PA16; PA20; PA21; PA22; PA25;
PA26; PA27; PA28; PA29; PB10; PB26; PC20; PC21; PC24; PC25; PC58;
M[20P]-409: PA10; PA15; PA21; PA28; PA35; PA69; PA89; PA94; PAIS;
PB07; PB12; PB28; PB35; PB36; PC11; PC23; PC49; PC52; PC73; PCI8;
M[20P]-416: PA11; PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29;
PA67; PA75; PB02; PB12; PB27; PB33; PB60; PB8S; PC20; PC49; PC60;
M[20P]-418: PA10; PA11; PA12; PA13; PA21; PA22; PA23; PA24; PA26;
PA39: PB07; PB12; PB38; PC11; PC12; PC20; PC23; PC24; PC49; PC55;
M[20P]-420: PA10; PA14; PA21; PA22; PA23; PA29; PA30; PA33; PA3T;
PBO01; PB12; PB26; PB33; PB99; PC20; PC21; PC36; PC37; PC73; PC98;
M[20P]-421: PA13; PA15; PA21; PA25; PA26; PA29; PA39; PA40; PAT5;
PA94; PB20; PB55; PB82; PC06; PC20; PC24; PC49; PC71; PC74; PC99;
M[20P]-422: PA10; PA11; PA13; PAIS; PA21;‘PA23; PA25; PA29; PA33;
PA57; PA70; PBO1; PB07; PB12; PB88; PC11; PC27; PC33; PC55; PCI7;
M[20P]-427: PA06; PA13; PA15; PA21; PA24; PA25; PA27; PA29; PA33;
PA75; PA98; PB00; PB28; PB60; PC11; PC20; PC26; PC50; PC55; PC74;
M[20P]-429: PA11; PA19; PA21; PA23; PA26; PA33; PA40; PAT5; PBOO;
PBO03; PB12; PB60; PC11; PC21; PC24; PC26; PC36; PC37; PC68; PCI8;
M[20P]-430: PA00; PAO7; PA13; PA23; PA26; PA27; PA34; PA40; PATS5;
PB07; PB12; PB18; PB28; PB88; PC20; PC41; PC66; PC67; PC71; PCI7;
M[20P]-431: PA0O; PA06; PA11; PA12; PA13; PALS; PA18; PA21; PA22;
PA25; PA28; PA33; PASI; PB09; PB32; PB33; PB38; PC11; PC33; PC52;
M[20P]-432: PA12; PA14; PA19; PA21; PA24; PA26; PA33; PA67; PBOS;
PB09; PB12; PB28; PB32; PB46; PB60; PC20; PC49; PC58; PC71; PC73;
M[20P]-435: PA10; PA13; PAl4; PAL5; PA21; PA28; PA33; PA40; PASS5;
PA57; PB07; PB12; PB58; PB88; PB99; PC12; PC21; PC29; PC66; PC67;
M[20P]-439: PA10; PA13; PA16; PA21; PA24; PA27; PA29; PA34; PA40;
PA60; PA75; PB12; PB27; PB35; PB38; PC25; PC26; PC36; PC51; PC55;
M[20P]-443: PA0O; PA10; PA13; PA15; PA17; PA20; PA29; PA33; PA35;
PA40; PB07; PB12; PB26; PB27; PB82; PC12; PC24; PC50; PC60; PD02;
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M[20P]-444: PA11; PA13; PA14; PA18; PA21; PA24; PA28; PA39; PA40;
PA57; PA60; PA67; PA8S; PB20; PB85; PB88; PC06; PC52; PCS57; PC58,;
M[20P]-445: PA11; PA13; PA17; PA20; PA21; PA29; PA30; PA33; PA35;
PA40; PA57; PB00; PB12; PB28; PB60; PC11; PC20; PC35; PC50; PC51;
M[20P]-446: PA13; PA15; PA16; PA21; PA22; PA23; PA25; PA26; PA2T;
PA29; PA39; PA67; PA75; PB12; PB26; PB27; PC36; PC49; PC60; PCI8,;
M[20P]-447: PA11; PA13; PA17;, PA19; PA24; PA28; PA30; PA33; PA39;
PA40; PA57; PA92; PB07; PB0S; PB12; PB33; PB61; PB85; PC58; PC94;
M[20P]-449: PA10; PA11; PA13; PAl4; PA15; PA20; PA21; PA24; PA28;
PA40;: PA67; PA75; PA95; PB12; PB20; PB35; PC14; PC20; PC52; PC60;
M[20P]-453: PA10; PA13; PA15; PA18; PA21; PA25; PA29; PA34; PA35;
PA67; PA93; PB06; PB07; PB09; PB12; PB20; PB26; PB35; PB99; PC55;
M[20P]-455: PA0O; PA0O; PA11; PALl; PA13; PAl4; PA18; PA20; PA25;
PA28: PA33; PA70; PA75; PB00; PB12; PC20; PC23; PC26; PC67; PC67;
M[20P]-456: PA14; PA21; PA33; PA34; PA39; PB00; PB07; PB07; PB12;
PB27; PB28; PB38; PB88; PC20; PC23; PC26; PC49; PC58; PC67, PC71;
M[20P]-457: PA0O; PA10; PA11; PA12; PA13; PAI13; PA14; PA29; PA29;
PA57;PA67;PB02;PBO7;PBO9;PB12;PB38;PC11;PC60;PC97;PC9&
M[20P]-458: PA10; PA11; PAll; PA13; PA13; PA18; PA21; PA26; PA33;
PA57;: PA75; PA98; PB12; PB33; PB33; PB38; PB82; PC20; PC55; PC73;
M[20P]-459: PA0O; PA06; PA21; PA26; PA26; PA29; PA33; PATS; PBIO;
PB10; PB12; PB18; PB32; PB85; PC20; PC24; PC49; PC55; PC66; PCI8;
M[20P]-461: PA06; PA21; PA29; PA29; PA33; PA33; PA39; PAST; PA6T;
PB07; PB07; PB12; PB26; PB32; PB32; PB85; PC20; PC27; PC52; PC58;
M[20P]-465: PA11; PA11; PA13; PA16; PA21; PA22; PA27; PA29; PA33;
PA69; PB07; PB26; PB28; PB32; PB77; PB88; PB&8; PC23; PC60; PC73;
M[20P]-467: PA00; PAO6; PA21; PA21; PA23; PA26; PA33; PA33; PA40;
PA67; PB12; PB38; PB88; PC11; PC23; PC23; PC27; PC55; PC71; PC97;
M[20P]-469: PA00O; PA12; PA13; PA13; PA13; PA21; PA29; PA33; PA33;
PA34; PA57; PB07; PC11; PC11; PC20; PC23; PC23; PC55; PC74; PC97,
M[20P]-470: PA13; PA14; PA21; PA21; PA22; PA23; PA24; PA24; PA2T;
PA29: PA33; PA67; PA75; PB07; PB07; PB33; PB33; PB77; PC37; PC52;
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M[20P]-472: PA10; PA10; PA1l; PA13; PA21; PA25; PA25; PA28; PA33;

PA39; PB07; PB12; PB88; PC12; PC12; PC20; PC20; PC24; PC55; PC71L;
M[20P]-474: PA0O; PA13; PA20; PA21; PA26; PA28; PA29; PA33;
PA67; PA81; PA81; PA98; PB02; PB12; PB38; PB60; PB88; PC11; PC20;
M[20P]-475: PA11; PA12; PA12; PAI3; PA28; PA28; PA29; PA29;
PA52; PA52; PA75; PA81; PB12; PB20; PB33; PB60; PC21; PC49; PC51;
M[20P]-478: PA15; PA16; PA21; PA21; PA21; PA23; PA25; PA32;
PA39; PB12; PB77; PB85; PB8S; PB88; PB88; PB8S; PC11; PC33; PC37;
M[20P]-479: PA10; PA11; PA13; PAI3; PALS; PA20; PA21; PA28;
PA40; PA67; PA69; PB07; PB07; PB10; PB12; PB20; PC55; PC60; PC98;
M[20P]-480: PA0O; PA06; PA13; PA22; PA23; PA26; PA26; PA2T;
PA40; PA81; PB07; PB10; PBIO; PB12; PB12; PB18; PB32; PC49; PC71,;
M[20P]-481: PA11; PA13; PA26; PA29; PA29;'PA35; PA69; PATS;
PB02; PB12; PB33; PC20; PC23; PC23; PC37; PC41; PC50; PC52; PC98;
M[20P]-482: PA06; PA10; PA11; PA1l; PA1L; PA13; PA13; PAIL3;
PA14; PA20; PA25; PA26; PA28; PA39; PA67; PB12; PC11; PC24; PC74;
M[20P]-484: PA11; PA13; PA23; PA28; PA29; PA29; PA35; PA39;
PA60; PA75; PA98; PB02; PB12; PB38; PB38; PB82; PC20; PC35; PC50;
M[20P]-485: PA13; PAl4; PAl4; PA21; PA21; PA21; PA26; PA26;
PA26: PA29; PA29; PAS2; PAS7; PB00; PC11; PC11; PC21; PC51; PC67;
M[20P]-486: PA11; PA13; PA23; PA24; PA35; PA35; PA35; PAGY;
PA75; PB07; PB12; PB27; PC20; PC20; PC21; PC23; PC50; PC55; PC73;
M[20P]-490: PA10; PA11; PA1l; PA14; PA21; PA24; PA26; PA26;
PA40: PA69; PA75; PB00; PBO1; PB12; PB12; PB18; PB28; PB60; PC20;
M[20P]-493: PA06; PA14; PA20; PA21; PA21; PA28; PA29; PA33;
PA81: PA98; PB12; PB38; PB60; PC11; PC12; PC49; PC55; PC71; PD02;
M[20P]-494: PA06; PA10; PA1l; PA1l; PA13; PAI3; PAILS; PA23;
PA35: PBO1; PB12; PB60; PC12; PC20; PC37; PC41; PC49; PC49; PC52;
M[20P]-495: PA10; PA10; PA13; PA14; PA18; PA20; PA21; PA26;
PA29: PA57; PB02; PC11; PC11; PC20; PC20; PC24; PC33; PC49; PC49;
M][20P]-496: PAOQO; PA18; PA21; PA24; PA26; PA27; PA29; PA39;
PA52; PA69; PA70; PA98; PB00; PB02; PB12; PC12; PC24; PC55; PCé67,
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M[20P]-497: PA11; PA11; PA13; PA13; PALS; PA21; PA23; PA24;
PA26; PA28; PA39; PAS2; PA67; PB00; PB12; PB27; PB28; PC12; PC37;
M[20P]-499: PA13; PA21; PA21; PA21; PA29; PA30; PA69; PATS;
PB07; PB07; PB60; PC20; PC20; PC21; PC37; PC37; PC49; PC55; PD02;
M[20P]-503: PAO6; PA0O6; PA10; PA10; PA13; PAL3; PA20; PA2];
PA26; PA29; PA33; PA39; PA70; PB28; PC11; PC20; PC23; PC49; PC97,
M[20P]-506: PA11; PA16; PA21; PA23; PA29;‘ PA39; PAS7; PB12;
PB32: PB88; PB88; PB8S; PC12; PC20; PC21; PC37; PC71; PD02; PDO02;
M[20P]-510: PA13; PA21; PA25; PA26; PA27; PA33; PA39; PA40;
PA81; PBO1; PB28; PB60; PB85; PB88; PC27; PC41; PC41; PC50; PCS55;
M[20P]-514: PA11; PA12; PA13; PA13; PA21; PA21; PA28; PA29;
PA35; PA39; PA40; PA40; PA67; PA67; PB12; PC14; PC20; PC41; PC55;
M[20P]-516: PA07; PA10; PA13; PAl4; PA17; PA21; PA28; PA29;
PA40; PA40; PA69; PB07; PB12; PC21; PC21; PC27; PC37; PD02; PDO02;
M[20P]-520: PA11; PA11; PA12; PA13; PA14; PA1S; PA29; PA33;
PAS57; PA67; PA70; PA98; PB12; PC20; PC23; PC33; PC52; PC55; PDO02;
M[20P]-523: PA10; PA11; PA18; PA20; PA21; PA33; PA39; PAG6T;
PA69; PB07; PB12; PB28; PB88; PB88; PC21; PC33; PC35; PC49; PC50;
M[20P]-524: PA0O; PA11; PA1l; PA12; PA13; PA20; PA29; PA40;
PB12; PB28; PB38; PB60; PB60; PB77; PC20; PC20; PC49; PC49; PCI8;
M[20P]-525: PA11; PA11; PA13; PA1S; PA21; PA26; PA26; PA2T;
PA29: PA29; PA30; PA40; PAS52; PA75; PB07; PB0O7; PC11; PC33; PC37;
M[20P]-527: PA10; PA10; PA11; PA13; PAL5; PA20; PA20; PA2I;
PA26; PA26; PA26; PA33; PB08; PB12; PB12; PB60; PB88; PC12; PC20;
M][20P]-532: PA14; PAZO; PA20; PA21; PA22; PA25; PA26; PA27,
PA29; PA33; PA40; PA75; PB00; PB12; PB12; PB60; PB85; PC12; PC51;
M[20P]-533: PA13; PA21; PA26; PA27; PA27; PA28; PA32; PAGO;
PA75; PB18:; PB32; PB38; PC23; PC41; PC50; PC50; PC51; PC52; PC97,
M[20P]-535: PA11; PA21; PA26; PA28; PA29; PA29; PA29; PA34;
PB07; PB12; PB12; PB12; PB33; PB60; PC20; PC20; PC51; PC55; PC67;
M[20P]-536: PA0O; PA10; PA1l; PA12; PA12; PA13; PAl4; PA23;
PA29; PA35; PA40; PASI; PB07; PB07; PB12; PB27; PB33; PB60; PC20;
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M[20P]-538: PA21; PA23; PA25; PA26; PA27; PA28; PAT75; PB07; PB12;
PB27; PB32; PB88; PC11; PC11; PC12; PC20; PC33; PC49; PC55; PC97;
M[20P]-541: PA10; PA11; PA13; PA20; PA24; PA28; PA29; PA67; PATO0;
PB10; PB12; PB77; PC20; PC20; PC23; PC41; PC51; PC52; PC52; PC97,
M[20P]-548: PA10; PA13; PA14; PA14; PA22; PA27; PA27; PA28; PA29;
PA29; PA33; PA39; PB10; PB12; PB60; PB88; PC20; PC37; PC50; PC55;
M[20P]-551: PA12; PA13; PA13; PA20; PA22; PA23; PA24; PA24; PA26;
PA33; PA33; PA39; PA67; PB07; PB07; PB12; PB33; PC20; PC55; PC98;
M[20P]-552: PA06; PA11; PALl; PA13; PA14; PAl4; PA20; PA21; PA2L;
PA21; PA24; PA35; PB0O; PBO2; PB12; PB60; PB60; PC12; PC21; PC98;
MJ[20P]-555: PA0O; PA10; PA11; PA1S; PA20;.PA20; PA21; PA25; PA26;
PA26; PA39; PA39; PA39; PA89; PB12; PB12; PC20; PC20; PC49; PC74;
M[20P]-557: PA00; PA10; PA20; PA21; PA23; PA24; PA29; PAST; PBO7;
PB12; PB12; PB12; PB12; PC11; PC11; PC12; PC20; PC51; PC55; PC67,;
M[20P]-559: PA0O; PA11; PA12; PA13; PA20; PA22; PA24; PA25; PA25;
PA26; PA28; PA57; PA70; PA70; PB07; PB12; PB88; PB88; PC11; PC60;
M[20P]-560: PA10; PA10; PA11l; PA12; PA13; PAl4; PA20; PA25; PA28,;
PA28; PA29; PA67; PB12; PB38; PB60; PC24; PC35; PC41; PC51; PC97;
M[20P]-563: PA12; PA13; PA20; PA20; PA21; PA24; PA25; PA25; PA29;
PA29; PA33; PA81; PB33; PB60; PB60; PB88; PB88; PB88; PC11; PC41;
M[20P]-564: PA07; PA13; PA13; PA21; PA26; PA37; PA39; PA67; PA6T;
PB02; PB07; PB07; PB12; PB12; PB28; PC12; PC37; PC97; PC97; PC97,
M[20P]-565: PA07; PA11; PA13; PA20; PA29; PA29; PA32; PAT5; PA9S;
PA98; PB02; PB12; PB32; PB33; PB60; PB85; PC20; PC24; PC35; PC41,
M[20P]-567: PA10; PA13; PA14; PA16; PA21; PA26; PA28; PAT5; PASI;
PB07; PB07; PB12; PB88; PC23; PC24; PC24; PC33; PC52; PC55; PC67,
M[20P]-569: PA13; PA14; PA21; PA26; PA27; PA39; PAS57; PA67, PB02;
PB07; PB12; PB28; PC12; PC21; PC49; PC55; PC55; PC67; PC67; PCI8;
M[20P]-572: PA13; PA14; PA21; PA27; PA29; PA33; PA67; PA6Y; PA79;
PB00; PBO1; PB12; PB33; PB38; PC37; PC41; PC49; PCSI; PC55; PDO02;
MJ[20P]-573: PA10; PA11; PA13; PA13; PA13§ PA14; PA18; PA21; PA23;
PA29; PA67; PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71,
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M[20P]-574: PA13; PA21; PA22; PA23; PA25; PA29; PA35; PA67; PBOI;
PB12; PB12; PB35; PB88; PC24; PC37; PC37; PC51; PC52; PC52; PC66;
M[20P]-575: PA11; PA11; PA13; PA13; PA13; PAl14; PA14; PA26; PA26;
PA28; PA52; PA67; PB0O; PB12; PB27; PB28; PB38; PB60; PC37; PC52;
M[20P]-576: PA11; PA1l; PA12; PAI13; PA13;-PA13; PA14; PA14; PA20;
PA21; PA22; PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;
M[20P]-577: PA06; PA13; PA13; PA14; PA22; PA22; PA23; PA26; PA2S;
PA69; PA70; PB0O7; PB12; PB12; PB32; PC12; PC20; PC24; PC24; PC98,;
M[20P]-579: PA12; PA13; PA13; PAI3; PAl4; PA26; PA26; PA28; PAST;
PAS1; PB02; PB07; PB12; PC11; PC12; PC20; PC51; PC55; PD02; PD02;
M[20P]-580: PA0O; PA11; PA12; PA13; PA20; PA21; PA21; PA25; PA26;
PA26: PA33; PA75; PA75; PA75; PB28; PB88; PC20; PC76; PC98; PCI8;
M[20P]-581: PA10; PA11; PA13; PA21; PA22; PA25; PA29; PA6T; PBO7;
PB60; PB88; PB88; PC20; PC21; PC24; PC37; PC41; PC55; PC66; PCI8;
M[20P]-582: PA10; PA11; PA12; PA13; PA20; PA21; PA23; PA25; PA39;
PA75; PB07; PB07; PB38; PB38; PB60; PB60; PC20; PC24; PC41; PC66;
M[20P]-583: PA11; PA13; PAl4; PA23; PA25; PA25; PA26; PA26; PA28;
PA67; PB12; PB18; PB88; PC24; PC24; PC37; PC41; PC49; PC55; PC60;
M[20P]-584: PA0O; PA14; PA21; PA26; PA26; PA28; PA39; PA39; PAGT;
PA75: PB12; PB12; PB27; PB33; PB60; PC11; PC41; PC49; PC55; PC97,
M[20P]-588: PAO7; PA13; PA14; PA21; PA26; PA26; PA26; PA26; PA32;
PA67; PA67; PA75; PB12; PB27; PB33; PB60; PC20; PC20; PC23; PC24;
M[20P]-589: PA13; PA13; PA22; PA25; PA25; PA27; PA29; PA29; PA35;
PA39; PA52; PA75; PB12; PB32; PB38; PB85; PB88; PC11; PC23; PCY8;
M[20P]-590: PA11; PA13; PA13; PAl4; PA25; PA29; PA33; PA35; PA35;
PA35; PA39; PB02; PB12; PC11; PC20; PC20; PC21; PC27; PC55; PC55;
M[20P]-592: PA10; PA10; PA1l; PALl; PAI3; PAl4; PA21; PA21; PA26;
PA26; PA27; PA29; PA30; PA75; PB07; PB07; PB12; PB38; PC20; PC24;
M[20P]-594: PA13; PA21; PA21; PA21; PA23; PA27; PA28; PA39; PAGO;
PA69; PA70; PB02; PB09; PB12; PB12; PB88; PC24; PC49; PC97; PCI8,;
M[20P]-595: PA11; PA13; PA22; PA23; PA25; PA28; PA28; PA28; PA29;
PA29; PA39; PA67; PA6Y; PB12; PB60; PC12; PC20; PC24; PC49; PC55;
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M[20P]-596: PA11; PA11; PA13; PA13; PAl4; PA21; PA22; PA23; PA26;
PA26; PA67; PB12; PB60; PC11; PC20; PC20; PC37; PC50; PC55; PC60;
M[20P]-599: PA13; PA13; PA14; PA16; PA26; PA29; PAT75; PAT5; PBO7;
PB12; PB60; PB60; PB60; PB60; PC12; PC20; PC20; PC37; PC37; PC52;
M[20P]-601: PA11; PA11; PA13; PA13; PA13; PA23; PA26; PA29; PA29;
PA35; PB02; PB10; PB12; PB33; PC20; PC21; PC41; PC49; PC60; PC67;
M[20P]-602: PA00; PA10; PA10; PA14; PA14; PAl4; PA21; PA25; PA26;
PA29; PA29; PBO7; PB07; PBO7; PB12; PB12; PC20; PC52; PC55; PDO02;
M[20P]-603: PA11; PA13; PA16; PA20; PA21; PA23; PA23; PA26; PA26;
PA28: PA33; PA39; PA39; PA67; PB60; PB60; PC20; PC23; PC49; PC55;
M[20P]-604: PA10; PA13; PAl4; PA14; PA18; PA21; PA22; PA23; PA26;
PA28: PA28; PA29; PB12; PB33; PC11; PC11; PC51; PC51; PC60; PC71;
M[20P]-605: PA11; PA1l; PAll; PA1l; PAL3; PA13; PA13; PA20; PA25;
PA29: PA39; PA39; PA69; PAR1; PB07; PB12; PB88; PC20; PC41; PCS5;
M[20P]-607: PA10; PA11; PA1l; PA13; PA13; PA13; PA22; PA22; PA26;
PA33: PA35; PA75; PA75; PAR1; PB12; PB88; PC20; PC49; PC55; PCI7;
M[20P]-608: PA00O; PA13; PA13; PA13; PA18; PA26; PA27; PA29; PA35;
PAS57; PA69; PA75; PA98; PB12; PB60; PC11; PC20; PC20; PC55; PC60;
M[20P]-609: PA11; PA14; PA21; PA22; PA23; PA26; PA34; PAS2; PA6T;
PA69; PA69; PB07; PB12; PB12; PB27; PB77; PC12; PC20; PC55; PC97;
M[20P]-612: PA11; PA13; PAl4; PAl4; PAl4; PA21; PA22; PA23; PAS2;
PAS81; PB00; PB07; PB12; PB33; PB38; PB60; PC12; PC24; PC33; PC37,;
M[20P]-613: PA10; PA13; PA13; PA14; PA21; PA21; PA22; PA23; PA26;
PA28: PA28; PA29; PB12; PB12; PB27; PB60; PC20; PC21; PC21; PC60;
M[20P]-616: PA13; PA26; PA28; PA29; PA39; PA57; PA67; PBO7; PB12;
PB38; PB60; PB77; PB77; PB88; PC33; PC49; PC52; PC52; PC98; PCI8,;
M[20P]-618: PA11; PA12; PA13; PA13; PA14; PA20; PA21; PA22; PA23;
PA26; PA29; PA67; PAT79; PB88; PC11; PC20; PC20; PC37; PC41; PC55;
M[20P]-620: PA12; PA13; PA20; PA22; PA22; PA23; PA26; PA26; PA28;
PA39: PA69; PA95; PB12; PB60; PB77; PC20; PC21; PC52; PC60; PC98;
M[20P]-621: PA10; PA13; PA14; PA24; PA24; PA26; PA27; PA29; PA32;
PA35; PA67; PB12; PB12; PB12; PB27; PB33; PB33; PB38; PB38; PB38;
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M[20P]-622: PA10; PA12; PA14; PAl4; PALS5; PA20; PA21; PA26; PA2T;
PA32; PA40; PB10; PB12; PB12; PB88; PC20; PC20; PC21; PC52; PC60;
M[20P]-623: PA10; PA1l; PA13; PAl4; PAZO;'PA24; PA25; PA26; PA26;
PA28:; PA39; PA81; PB09; PB12; PB28; PB88; PC24; PC41; PC52; PC98,;
M[20P]-626: PA11; PA11; PA13; PA13; PA20; PA21; PA21; PA25; PA2T;
PA27; PA28; PA39; PA39; PA40; PA57; PB12; PB60; PC20; PC37; PC41;
M[20P]-631: PA10; PA13; PA20; PA21; PA21; PA23; PA23; PA26; PA29;
PA39; PA39; PA67; PB10; PB38; PB60; PC11; PC20; PC37; PC49; PC66;
M[20P]-632: PA10; PA11; PA18; PA21; PA22; PA23; PA28; PA29; PA33;
PA34; PA69; PB07; PB12; PB60; PC20; PC20; PC20; PC37; PC41; PC55;
M[20P]-633: PA10; PA11; PA11l; PA13; PA20; PA34; PA39; PB00; PBO7;
PB12; PB12; PB60; PB88; PB88; PC11; PC12; PC23; PC35; PC49; PC52;
M[20P]-634: PA13; PA13; PA13; PA21; PA22; PA22; PA25; PA25; PA2S;
PA28: PA29; PA67; PA81; PB00; PB12; PB12; PB27; PB33; PC11; PC98;
M[20P]-635: PA0O; PA14; PA17; PA20; PA21; PA23; PA26; PA27; PATS;
PAS1; PB00; PB12; PB82; PC11; PC20; PC26; PC51; PC52; PC55; PC71;
M[20P]-638: PA00O; PA14; PA17; PA21; PA22; PA24; PA28; PA33; PA52;
PA57; PA75; PB00; PB07; PB12; PB28; PB88; PC20; PC37; PC41; PC97;
M[20P]-649: PA06; PA10; PA11; PA12; PA13; PALS; PA16; PA20; PA24;
PA30; PA33; PA98; PB10; PB12; PB28; PB32; PB60; PC11; PC20; PC66;
M][20P]-654: PAOO; PAIl; PA15; PA20; PA21; PA26; PA32; PA34; PA35;
PA39; PAS7; PB10; PB12; PB18; PC11; PC20; PC21; PCSO; PC55; PC66;
M[20P]-655: PA11; PA13; PAl4; PA20; PA22; PA26; PA28; PA30; PA40;
PA52; PA57; PASL; PB12; PB32; PB85; PC41; PC50; PC55; PC66; PCT71;
M[20P]-658: PA10; PA11; PA12; PA13; PAl4; PALS; PA17; PA20; PA2L;
PA28: PA29; PA52; PA67; PB10; PB12; PB18; PB60; PC20; PC41; PC66;
M[20P]-659: PA0O; PA11; PA21; PA22; PA24; PA26; PA27; PA28; PA29;
PA33; PA35; PASL; PB07; PB12; PB18; PB28; PB85; PC37; PC49; PC74;
M[20P]-663: PA06; PA13; PA20; PA25; PA26; PA27; PA28; PA40; PAGT;
PA81; PB00; PB12; PB18; PB33; PB61; PC20; PC24; PC37; PC41; PC52;
M[20P]-666: PA06; PA13; PA21; PA23; PA27;- PA28; PA30; PA40; PATS;
PB00; PB07; PB10; PB12; PB18; PB28; PB33; PC20; PC49; PC52; PC71;
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M[20P]-668: PA10; PA16; PA17; PA21; PA24; PA27; PA28; PA33; PA40;
PA57; PA75; PA79; PB07; PB08; PB12; PB33; PB88; PC20; PC35; PCI7;
M[20P]-670: PA11; PA12; PA13; PA14; PA20; PA23; PA2T; PA28; PA3S;
PA39; PA67; PA79; PA81; PA89; PB10; PB12; PB18; PC20; PC21; PC51;
M[20P]-678: PA06; PA11; PA12; PA13; PA21; PA23; PA29; PA35; PA39;
PA40; PB00; PB07; PB10; PB12; PB33; PB60; PB77; PC11; PC67; PC76;
M[20P]-681: PAO7; PA10; PA1l; PA21; PA24; PA26; PA30; PA35; PA39;
PA57: PA75; PB07; PB12; PB28; PB88; PC11; PC49; PC55; PC58; PC66;
M[20P]-686: PA0O; PA10; PA13; PA22; PA24; PA27; PA28; PA33; PA39;
PA40; PA69; PB12; PB32; PB38; PB85; PB88; PC20; PC55; PC60; PC66;
M[20P]-692: PA07; PA10; PA13; PA21; PA22; PA26; PA34; PA39; PAA40;
PAS81: PB12; PB18; PB32; PB33; PB88; PC35; PC37; PC52; PC55; PCT6;
M[20P]-694: PA07; PA11; PA13; PAl4; PAILS; PA16; PA21; PA2T; PA28;
PA29: PA35; PA39; PA40; PA75; PB12; PB33; PB88; PC50; PC51; PC52;
M[20P]-697: PA0O; PA13; PA16; PA19; PA21; PA22; PA25; PA2T, PA28;
PA39; PA79; PA81; PB00; PB12; PB32; PB60; PB99; PC51; PC58; PCT6;
M[20P]-703: PA0O; PA13; PA14; PA15; PA24; PA26; PA33; PA35; PAS52;
PA75; PA81; PB07; PB12; PB28; PB85; PC20; PC21; PC35; PC41; PD02;
M[20P]-705: PA11; PA13; PA30; PA33; PA40; PA67; PATS5; PBO7; PBI2;
PB28; PB35; PB88; PC20; PC21; PC24; PC35; PC37; PC41; PC50; PC55;
M[20P]-708: PAO7; PA13; PA23; PA25; PA27; PA29; PA30; PA33; PAS52;
PA57: PA75; PB00; PB08; PB12; PB38; PB60; PB77; PC50; PC76; PD02;
M[20P]-709: PA11; PA13; PA17, PA20; PA21; PA23; PA26; PA27; PA28;
PA40; PA69; PA81; PA92; PB00; PB07; PB12; PC20; PC41; PC52; PC66;
M[20P]-712: PA12; PA13; PA15; PA20; PA22; PA26; PA27; PA29; PA35;
PAS52: PA81; PB07; PB10; PB12; PB33; PB88; PC11; PC20; PC41; PC52;
M[20P]-714: PA0O7; PA10; PA11; PA16; PA21; PA26; PA33; PA40; PAGT;
PA81; PA9S; PB00; PB07; PB12; PB28; PC11; PC41; PC49; PC50; PC98;
M[20P]-716: PA11; PA13; PA15; PA19; PA22; PA26; PA33; PA37; PA39;
PA57: PB0O7; PB12; PB28; PB33; PB88; PB99; PC14; PC23; PC35; PC67;
M[20P]-718: PA12; PA13; PA15; PA16; PA20; PA22; PA25; PA26; PA39;
PA40; PA92; PB0O7; PB12; PB27; PB35; PB38; PB99; PC11; PC27; PC41;
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M[20P]-721: PA19; PA20; PA21; PA24; PA25; PA27; PA29; PA30; PASS;
PA57; PB12; PB32; PB58; PB60; PB88; PB99; PC41; PC50; PC60; PCO7;
M[20P]-723: PA12; PA13; PA16; PA17; PA21; PA28; PA29; PA33; PA34;
PA40; PA60; PA8Y; PB28; PB60; PB61; PC14; PC24; PC41; PC51; PC74;
M[20P]-724: PA13; PA23; PA25; PA35; PA57; PA67; PB07; PB12; PB32;
PB33: PB88; PB99; PC12; PC20; PC23; PC49; PC50; PC66; PC67; PCI4;
M[20P]-725: PA0O; PA13; PA14; PA20; PA22; PA25; PA26; PA28; PA33;
PA40; PA57; PA81; PB12; PB16; PB33; PB88; PC11; PC24; PC51; PC74;
M[20P]-733: PA11; PA13; PA15; PA21; PA28; PA30; PA33; PA40; PB12;
PB32; PB33; PB99; PC11; PC12; PC20; PC60; PC73; PC74; PC94; PD02;
M[20P]-737: PA0O; PA11; PA13; PAL5; PA17; PA21; PA24; PA28; PA29;
PA30; PA67; PB07; PB27; PB28; PB77; PC20; PC21; PC41; PC51; PC94;
M[20P]-740: PA11; PA13; PAl14; PA15; PA22; PA23; PA28; PA33; PA39;
PAS57; PA75; PA89; PB02; PB12; PB28; PB33; PC12; PC21; PC24; PC55;
M[20P]-745: PA11; PA21; PA22; PA24; PA26; PA27; PA28; PA29; PAST,
PA89; PB07; PB12; PB28; PB33; PC08; PC11; PC41; PC66; PC67; PCI8;
M[20P]-746: PA20; PA21; PA25; PA26; PA28; PA33; PA39; PA40; PARI;
PB06; PB07; PB12; PB32; PB60; PC20; PC21; PC24; PC37; PC50; PC55;
M[20P]-748: PA11; PA13; PAl4; PA17; PA23; PA26; PA32; PAST; PA60;
PASR1; PB07; PB12; PB28; PB32; PB33; PB85; PB99; PC20; PC21; PC35;
M[20P]-752: PA11; PA13; PA18; PA26; PA28; PA29; PA33; PA35; PA39;
PA67; PA75; PB07; PB12; PB32; PB88; PB99; PC12; PC50; PC54; PC62;
M[20P]-753: PA11; PA12; PA13; PAl4; PALS; PA29; PA32; PA40; PAS5T,
PAS81: PB00; PB12; PB33; PB60; PC20; PC21; PC49; PC52; PC66; PD02;
M[20P]-757: PA11; PA13; PA21; PA22; PA23; PA2T, PA34; PA35; PA40;
PAS57: PA67; PB10; PB12; PB22; PB58; PC11; PC14; PC23; PC55; PC98;
M[20P]-758: PA10; PA11; PA13; PA20; PA21; PA23; PA28; PA29; PA30;
PA40; PA69; PA75; PA81; PB12; PC06; PC20; PC41; PC52; PC57; PC74;
M[20P]-764: PA11; PA13; PA22; PA29; PA35; PA40; PAST; PA73; PATS;
PA81; PB08; PB12; PB33; PB&2; PC11; PC20; PC21; PC29; PC41; PC52;
M[20P]-765: PA10; PA11; PA13; PA15; PA26; PA27; PA30; PA35; PAA40;
PAS9; PB12; PB22; PB58; PB60; PC34; PC37; PC55; PC58; PC67; PD02;
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M[20P]-766: PA11; PA13; PA17; PA22; PA24; PA25; PA29; PA30;
PA34; PA35; PA81; PA92; PB00; PB12; PB82; PC24; PC50; PC74; PCI7;
M[20P]-767: PA11; PA21; PA22; PA28; PA29; PA33; PA37; PBI2;
PB85; PB88; PB99; PC14; PC20; PC21; PC41; PC51; PC55; PC57; PC98;
M[20P]-771: PA10; PA11; PA13; PA14; PA22; PA26; PA27; PA2S;
PA35; PA86; PA8Y; PB07; PB12; PB28; PB88; PB99; PC12; PC21; PC50;
M[20P]-777: PA1l; PAl4; PA15; PA20; PA21; PA24; PA25; PA28;
PA33; PA75; PB12; PB85; PB99; PC21; PC51; PCS5; PC62; PC67; PD02;
M[20P]-779: PA15; PA19; PA20; PA21; PA22; PA23; PA24; PA25;
PA30; PA57; PA67; PA75; PAS9; PB07; PB12; PB32; PC20; PC51; PC74;
M[20P]-781: PA10; PA15; PA21; PA22; PA39; PAST; PATS5; PBOS;
PB12; PB28; PB35; PB58; PB60; PC12; PC33; PC37; PC66; PC67; PC74;
M][20P]-782: PA10; PA11; PA12; PA13; PAl4; PA20; PA26; PA30;
PAS9: PA92; PB05; PB07; PB12; PB32; PB82; PB99; PC51; PC58; PCT73;
M[20P]-785: PA16; PA17; PA21; PA28; PA29; PA30; PA32; PA33;
PB07; PB12; PB77; PB85; PB88; PB99; PC12; PC20; PC35; PC67; PC98;
M[20P]-786: PA11; PA13; PAl4; PA18; PA19; PA21; PA22; PA2T;
PA29: PA33; PA40; PAS2; PAS7; PA81; PB28; PC11; PC20; PC21; PC50;
M[20P]-787: PA10; PA11; PA13; PA22; PA23; PA35; PB07; PBI2;
PB85; PB99; PC11; PC20; PC41; PC49; PC52; PC53; PC55; PC73; PD02;
M[20P]-789: PA10; PA11; PA13; PA22; PA23; PA27; PA40; PAST,
PA81; PB07; PB12; PB27; PB60; PB88; PC11; PC20; PC23; PC35; PC41;
M[20P]-791: PA10; PA11; PA13; PA15; PA21;-PA33; PA35; PA40;
PA69: PA85; PA98; PA99; PB07; PB12; PB20; PB99; PC12; PC20; PC58;
M[20P]-793: PA11; PA13; PAl4; PA15; PA19; PA26; PA29; PASS;
PA89; PB12; PB33; PB88; PC14; PC20; PC21; PC34; PC37; PC67; PCI7;
M[20P]-794: PA21; PA23; PA28; PA29; PA34; PA35; PAST; PAT5;
PB07; PB12; PB18; PB32; PB58; PC11; PC14; PC41; PC55; PC62; PC74;
M[20P]-795: PA10; PA13; PA20; PA23; PA27; PA29; PAST; PA6O;
PB00; PB07; PB12; PB18; PB32; PB85; PB88; PC20; PC66; PC74; PD02;
M[20P]-803: PA11; PA13; PAL5; PA22; PA25; PA26; PA29; PA30;
PA40; PA75; PB07; PB12; PB28; PC21; PC23; PC34; PC55; PC71; PC73;
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M[20P]-804: PA11; PA12; PA13; PA20; PA22; PA23; PA30; PA33; PA34;
PA79; PB12; PB18; PB58; PB60; PB85; PB88; PC20; PC50; PC67; PC68;
M[20P]-806: PA06; PA10; PA11; PA13; PA19; PA20; PA21; PA23; PA25;
PA28: PA52; PA73; PAT75; PA98; PB12; PB33; PB82; PB85; PB88; PC11;
M[20P]-816: PA11; PA13; PA19; PA25; PA28; PA29; PA33; PAST; PASI;
PA89; PB00; PB10; PB12; PB26; PB28; PB99; PC11; PC12; PC76; PC97;
M[20P]-819: PA10; PA11; PA13; PA15; PA26; PA34; PA60; PA8IL; PA92;
PB07; PB12; PB38; PB85; PCO1; PC14; PC20; PC52; PC58; PC66; PC67,;
M[20P]-823: PA0O; PA11; PA12; PA13; PAl4; PAL7; PA27; PA29; PA40;
PA60; PA75; PA79; PA89; PB07; PB12; PB99; PC20; PC52; PC66; PCT71;
M[20P]-830: PA13; PA20; PA25; PA26; PA28; PA40; PA75; PA89; PBOO;
PB07; PB12; PB32; PB88; PC06; PC12; PC20; PC41; PC52; PC76; PC98;
M[20P]-831: PA11; PA15; PA21; PA25; PA33; PB12; PB28; PB32; PB33;
PB38: PB60; PB77; PB88; PC20; PC23; PC35; PC37; PC49; PC58; PC66;
M[20P]-841: PA10; PA11; PA13; PA18; PA22; PA28; PA29; PA30; PA35;
PA40; PASS5; PA75; PB07; PB12; PB28; PB32; PB33; PC41; PC49; PC60;
M[20P]-844: PAI11; FAIS; PA21; PA24; PA26; PA29; PA33; PA40; PA6Y;
PAS81; PA9S; PB12; PB28; PB61; PC49; PC67; PC71; PC73; PC74; PD02;
M[20P]-845: PA11; PA13; PA14; PAL5; PA21; PA30; PA34; PA39; PA6O;
PA79; PA81; PA89; PB07; PB18; PC14; PC20; PC21; PC34; PC68; PC97;
M[20P]-846: PA11; PA13; PA25; PA27; PA29; PA32; PA33; PA35; PA37,
PA39; PA40; PB08; PB12; PB33; PB88; PC24; PC41; PC52; PC58; PC62;
M[20P]-847: PA10; PA19; PA20; PA21; PA28; PA29; PA30; PA67; PATS5;
PA89; PB00; PB12; PB28; PB33; PB60; PC12; PC55; PC73; PC74; PD02;
M[20P]-848: PAO7; PA11; PA13; PA15; PA20; PA22; PA26; PA27; PA30;
PA40; PA69; PA75; PB12; PB32; PB85; PB88; PC34; PC37; PC66; PC68;
M[20P]-849: PA0O; PA13; PA25; PA27; PA28; PA29; PA34; PA40; PAST,
PAS81; PB00; PB12; PB18; PB77; PC20; PC24; PC35; PC41; PC50; PC51;
M[20P]-852: PA0O; PA11; PA13; PA15; PA19; PA22; PA26; PA35; PARY;
PB00; PB12; PB58; PB77; PC12; PC20; PC29; PC62; PC71; PC94; PC98;
M[20P]-853: PA0OO; PA11; PA21; PA24; PA25; PA33; PAS7, PA60; PBO7;
PB12; PB28; PB32; PB60; PB82; PB88; PC24; PC41; PC50; PC51; PCS58;
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M[20P]-857: PA0O; PA11; PA13; PA26; PA28; PA75; PAT6; PAT9; PB12;
PB28: PB60; PB88; PC11; PC12; PC20; PC37; PC50; PC52; PC67; PD02;

M[20P]-873: PA10; PA13; PA26; PA27; PA30; PA34; PA8S5; PA98; PBO5;
PB07; PB12; PB28; PB29; PB32; PB60; PC14; PC20; PC26; PC41; PC76;

M[20P]-880: PA11; PA13; PA17; PA20; PA22; PA24; PA26; PA27; PA29;
PA38; PA57; PB07; PB12; PB20; PB29; PB97; PC24; PC37; PC51; PC71;

M[20P]-888: PA10; PA12; PA15; PA16; PA21; PA27; PA28; PA33; PA44;
PB00:; PB12; PB13; PB27; PC11; PC20; PC51; PC58; PC73; PC75; PD02;

M[20P]-890: PA0O; PA11; PA13; PA15; PA16; PA25; PA34; PATS5; PAR2;
PA86: PB00; PB12; PB16; PB27; PB33; PC20; PC49; PC50; PC57; PC98;

M[20P]-894: PA12; PA18; PA21; PA24; PA26; PA27; PA34; PAS7; PA6T;
PA82; PB01; PB12; PB33; PB76; PB98; PB99; PC11; PC24; PC33; PC83;

M[20P]-902: PA12; PA13; PA21; PA26; PA29; PA39; PA40; PAST; PA9G;
PB00; PB07; PB12; PB27; PC20; PC50; PC53; PC61; PC62; PC75; PCY4;

M[20P]-904: PA06; PA13; PA20; PA23; PA25; PA27; PA35; PA46; PAS2;
PAG60; PA81; PA90; PA97; PB03; PB12; PB57; PB99; PC20; PC52; PC73;

M[20P]-907: PA0O; PAO7; PA14; PA21; PA24; PA25; PA45; PATS; PAR3;
PA97; PB12; PB26; PB32; PB60; PB92; PC06; PC20; PC35; PC37; PD02;

M[20P]-909: PA12; PA14; PA20; PA21; PA29; PA39; PA72; PA93; PBI2;
PB22; PB28; PB32; PC21; PC23; PC24; PC41; PC52; PC73; PC79; PD02.

Luu y: néu trong cac danh muc trude va trong cac danh muc tuong ty sau, mot
ma thuc vat xudt hién nhiéu hon mot l4n trong cung mot ché phém thdo dugc, ¢6 nghia
1a nhiéu hon mét thia dinh luong cta thuc vat kho da nghién tuong tng dugc su dung.

Bit dau tir cac ché phdm thao dugc liét ké trong danh muc 6-3 cac chiét xuét chta
nudce (hoic mau thir da xtt 1y) twong tng dugce diéu ché theo phuong phap B da dugc
mo ta & trén bang cach st dung 40mL nudce chira sucroza véi ndéng do 100g/1 dé chiét
bang nudc va bao gdm bude ling gan trude khi loc.

Hoat tinh sinh hoc ctia mdi mau thir da xu Iy duge xac dinh theo phuong phéap C
da duge mod ta & trén bang cach st dung cac ching Staphylococcus aureus sau: ATCC
25923, ATCC 49476, ATCC 6538, ATCC 51740, ATCC 29213 va ATCC 14775, véi
cac miic pha lodng cudi sau ddy ctia mau thtr da xir ly: 1:20, 1:63 va 1:200.

Mic trung binh ctia ty 1€ phin trim tc ché sy phat trién vi khuan sinh vat phu du
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va muc trung binh cua ty 1€ phén tram tc ché tao mang sinh hoc trén toan bd céc chiing
thir nghiém ctia mAu thir da xi 1y thu duge tir cac ché phdm thao dugc bao gom 2 loai
thuc vat cua Hon hop[2P]-1 & muc pha lodng 1:20 dugc thé hién trén Bang 5-1.

Béang 5-1: Hiéu qua trung binh ciia ty 1& phin tram tre ché phat trién sinh vét phu
du va ty 1& phan trim trc ché tao mang sinh hoc trén 6 ching Staphylococcus aureus da
thir nghiém ctia mau thr da xu ly dua trén Hon th[ZP]Ql & murc pha loang 1:20. (A)
C4c chiét xuit hdn hop cho thdy hoat tinh khéng vi sinh vét cao hon va hoat tinh chéng
tao mang sinh hoc. (B) Cac chiét xuét hdn hgp cho thdy hoat tinh chdng tao mang sinh
hoc va hoat tinh khang vi sinh vét twong duong hodc thap hon. (C) Cac chiét xuét hdn
hop cho thiy hoat tinh khang vi sinh vét va hoat tinh chéng tao mang sinh hoc tuong

duong hodc thip hon.

Uc ché , , Ucché |, ,
. [Uc ché . |Uc ché tao
phat trién phat trién
(A) tao mang (B) mang sinh
sinh vat sinh vat
sinh hoc hoc

phu du : phu du
Hon hop[2P]-1 22% 36% Hon hop[2P]-122% 36%
M][20P]-563  26% 40% M[20P]-723 |11% 40%
M[20P]-495  [25% 43% M[20P]-786 [20% 40%
M[20P]-631  27% A2% M[20P]-737 R22% 40%
M[20P]-465  24% 50% M[20P]-340 |11% 10%
M[20P]-408  26% 50% M[20P]-382 |I13% 41%
M[09P]-8 31% A8% M[20P]-444 |18% A2%
M[19P]-13 31% 50% M[20P]-603 |12% 42%
M][18P]-12 40% 50% M[20P]-470 19% 42%
M[20P]-581  40% 50% M[20P]-503 |12% 46%
M[20P]-469  40% 55% M[19P]-67 18% A49%
M[20P]-485  #43% 52% M[20P]-533 R21% 50%
M[20P]-427  B7% 66% M[20P]-845 |16% 51%
M[20P]-582  51% 54% M[20P]-377 1% 51%
M[20P]-431  44% 65% N[2OP]-51O 7% 55%
M[20P]-618  54% 57%
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M[20P]-580  [61% 59%

Ucché |, )
N Uc ché tao
phat trién _
M[20P]-421  [53% 70% ©) - mang sinh
sinh vat
hoc
phu du

M[20P]-499  160% 67%
M[20P]-525  [86% 77%
M[20P]-29  [105%  93% Hon hop[2P]-122%  B6%
M[17P]9  R7%  R9%
M[18P]-37 9%  P6%

20 mau thir da xi 1y thu duge tir cac ché phdm thédo duoc chira 9, 18, 19 hodc 20
loai thuc vat dugc thdy c6 hoat tinh chbng tao mang sinh hoc va hoat tinh khang vi sinh
vt cao hon so v6i chiét xuat hdn hop tham chiéu Hén hgp[2P]-1 (Bang 5-1 A). Mudi
bdn chiét xuét hdn hop 20 loai thuc vat dugc th?iy ¢0 hoat tinh chéng tao mang sinh hoc
cao hon va hoat tinh khang vi sinh vat tuong duong hodc thap hon (Bang 5-1 B). Hai
mau thir da xi Iy thu dugc tir cac ché pham thao dugc chira 17 va 18 loai thyc vét dugce
théy ¢6 hoat tinh khang vi sinh vat cao hon va hoat tinh chéng tao mang sinh hoc tuong
duong hoiic thip hon (Bang 5-1 C). |

Mtrc trung binh cua ty 1€ phan tram ché su phat frién vi khuén sinh vat phu du
va mirc trung binh cta ty 1€ phin tram trc ché tao mang sinh hoc trén toan bd cac chung
thtr nghiém ctia mau thir da x ly thu duge tir cac ché phdm thao dugc bao gbm 2 loai
thuc vét cia Hon hop[2P]-2 ¢ mitc pha loang 1:20 duoc thé hién trén Bang 5-2.

Bang 5-2: Hiéu qua trung binh cta ty 1¢ phan trim Grc ché sy phat trién sinh vat
phu du va ty 1€ phan trim tc ché tao mang sinh hoc hiéu qua trén 6 ching
Staphylococcus aureus da thir nghiém cua mAu thtr da xt 1y dua trén Hon hop[2P]-2 &
muc pha loang 1:20. (A) Cac chiét xuét hdn hop cho thiy hoat tinh khang vi sinh vat
cao hon va hoat tinh chéng tao mang sinh hoc. (B) Céc chiét xuat hdn hop cho thay hoat

tinh khang vi sinh vat va hoat tinh chdng tao mang sinh hoc twong duong hodc thap hon.

Ucché |Ucché Ucché [Uc ché
(A) phat trién tao mang (B) phat trién ftao mang
sinh vat [sinh hoc sinh vat [sinh hoc
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phu du phu du

Hon hop[2P]-2 {12% 3% Hon hop[2P]-2 [12% 3%
M[17P]-5 17% 17% M[20P]-638  [11% 13%
M[20P]-654  [16% 20% M[20P]-794 6% 16%
M[16P]-1 14% 22% M[20P]-909 0% 19%
M[17P]-1 16% 2% M[20P]-538 8% 02%
M[20P]-779  [14% 29% M[20P]-781 6% 4%
M[20P]-746  [15% 8% M[19P]-27 1% 6%
M[20P]-635  [17% 26% M[20P]-681  [11% D4%
M[20P]-844  [15% 29% M[16P]-3 8% 8%
M[20P]-831  [17% 31% M[20P]-721 R% 8%
M[20P]-894  [18% 30% M[20P]-493 (7% 28%
M[20P]-888  123% 25% M[17P]-6 9% 29%
M[20P]-407  [19% 31% M[20P]-659  [10% 30%
M[20P]-907 1% 31% M[20P]-409  [10% 30%
M[20P]-335  |19% 33% M[20P]-602  #% 31%
M[20P]-714  [17% 35% M[20P]-456 9% 31%
M[20P]-668  [15% 38% M[20P]-383 5% 32%
M[20P]-584  |14% 39% M[20P]-847  |13% 33%
M[20P]-777  |16% 37% M[20P]-496 6% 34%
M[20P]-853  [20% 34% M[19P]-51  [10% 34%
M[20P]-785  [16% 39% M[20P]-371 (7% 36%
M[20P]-622 1% 34% M[20P]-609  [12% 36%
M[09P]-2 17% 39% M[19P]-52 9% 36%
M[19P]-46 18% 37% M[19P]-50  [12% 36%
M[20P]-387  |13% 43% M[18P]-24  [11% 36%
M[20P]-767  [18% 39% M[19P]-53  [10% 0%
M[18P]-23  R4% 33%
M[20P]-745 0% 37%

[20P]-478  [22% 36%
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M[19P]-45  [16%  M2%
M[19P]-49  [19%  M0%
M[20P]-467 [17%  W2%
M[20P]-396  21%  DB8%
M[20P]-392  [17%  W2%
M[19P]-44 0%  W2%
M[19P]-41 3%  W0%
M[19P]-48  [18%  W6%
M[19P]-47 7%  W@6%
M[20P]-490 0%  B4%
M[19P]-21 9%  B5%
M[20P]-632 4%  M0%
M[19P]-54  [19%  W5%
M[20P]-461  [19%  W“6%
M[19P]-42 4%  B1%
M[20P]-506  [17%  W9%
M[19P]-55  21%  W6%
M[20P]-459  D6%  M2%
M[20P]-375  [19%  b52%
M[19P]-2 6%  W9%
M[19P]-40  28%  U8%
M[20P]-523  D8%  51%
M[20P]-420  B4%  56%
M[20P]-429  B6%  [59%
M[20P-535 5%  55%
M[20P]-532  #2%  160%
M[20P|-432  B54%  [12%
M[20P]-555  68%  165%
M[20P]-240  67%  [18%
M[20P-557  86%  [18%

58 mau thir da xt 1y thu duge tir cac ché pham thao dugc chta 9, 16, 17, 18, 19
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hodc 20 loai thuc vat dugce théy c6 hoat tinh chéng tao mang sinh hoc va hoat tinh khang
vi sinh vat cao hon so véi chiét xuét hdn hgp tham chiéu Hon hop[2P]-2 (Bang 5-2 A).
25 mau thir da xi 1y thu duoc tir cac ché phim thao dugc chira 16, 17, 19 hodc 20 loai
thuc vat dugc théy ¢6 hoat tinh chéng tao mang sinh hoc cao hon va hoat tinh khang vi
sinh vat tuong duong hodc thap hon (Bang 5-2 B).

Mtrc trung binh cua ty 1€ phan trim trc ché su phat trién vi khuén sinh vét phti du
va muc trung binh cuia ty 1€ phan tram trc ché tao mang sinh hoc trén toan bd cac chung
thir nghiém cia mau thir da x Iy thu duoc tir cic ché pham thao dugc bao gdm 2 loai
thuc vét ciia Hon hop[2P]-3 & mirc pha lodng 1:20 duoc thé hién trén Bang 5-3.

Béang 5-3: Hiéu qua trung binh cua ty 1€ phan tram trc ché su phat trién sinh vat
phu du va ty 1€ phan trim (rc ché tao mang sinh hoc hiéu qua trén 6 ching
Staphylococcus aureus da thir nghiém cua mAu tht da xt 1y dua trén Hon hop[2P]-3 &
murc pha loang 1:20. (A) Cac chiét xuét hdn hop cho thiy hoat tinh khéng vi sinh vat va
hoat tinh chdng tao mang sinh hoc cao hon. (B) Cac chiét xuét hdn hop cho thdy hoat

tinh khang vi sinh vét va hoat tinh chéng tao mang sinh hoc twong duong hodc thip hon.

Ucché  |[Ucché Ucché |, ,
, . [Uc ché tao
phéat trién fao phat trién
(A) . B) ‘ mang sinh
sinh vat |mang sinh vat
hoc
phudu  sinh hoc phu du
Hon hop[2P]-3 [12% 28% Hon hop[2P]-3 [12% 28%
M[20P]-649  |16% 29% M[20P]-599 11% 32%
M[20P]-857 15% 32% M[20P]-621  |{10% 32%
M[20P]-703 13% 36% M[20P]-740  [12% 33%
M[20P]-486  |15% 35% M[20P]-830  [7% 33%
M[20P]-766  |13% 37% M[20P]-623  [12% 34%
M[20P]-789  |14% 36% M[20P]-708  [8% 35%
M[20P]-725 14% 37% M[20P]-880  |12% 35%
M[20P]-536  R0% 32% M[20P]-716 8% 35%
M[20P]-753 14% ‘B8% M[20P]-803 4% 36%
M[20P]-401 14% 38% M[20P]-686  [13% 36%
M[20P]-765 14% 38% M[20P]-663 5% 36%
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M[20P]-848  [14% 39%
M[20P]-782  [14% 40%
M[20P]-589  [15% 39%
M[20P]-607  [14% - {#0%
M[20P]-541 0% 34%
M[20P]-447  [15% 39%
M[20P]-601  [17% 38%
M[20P]-494  |13% 43%
M[20P]-787  [15% 40%
M[20P]-748  [15% 41%
M[09P]-6 15% 41%
M[20P]-480  [18% 38%
M[20P]-633  [15%  K1%
M[20P]-849  [14% 42%
M[20P]-793  [16% 42%
M[18P]-9 17% 41%
M[20P]-852  [13% 45%
M[20P]-819  20% 39%
M[20P]-655  [15% 44%
M[20P]-455  [15% 44%
M[20P]-846  [16% 44%
M[20P]-481  [18% 41%
M[20P]-484  [17%  #2%
M[20P]-590  D26% 34%
M[20P]-890  19% 42%
M[20P]-670  R21% 40%
M[20P]-705  23% 39%
M[20P]-816  P22% 39%
M[19P]-91 15% 48%
M[20P]-457  22% 43%
M[20P]-551  D24% 41%
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M[20P]-873 (1% 36%
M[20P]-608 [10%  B7%
M[20P]-752 [10%  B7%
M[20P]-443 8% 37%
M[19P]-30  B% 37%
M[20P]-712 [12%  B7%
M[20P]-616 (1% 38%
M[20P]-724 4% 38%
M[20P]-795 [11%  B8%
M[20P]-403 [13%  B8%
M[20P1595 1% [8%
M[20P]-771 9% 39%
M[20P]-718 5% 39%
M[20P]-620 [12%  B9%
M[20P]-841 6% 140%
M[20P]-804 8% 10%
M[20P]-386 6% 141%
M[20P]-764 [11%  @#2%
M[18P]-33  [11%  @2%
M[20P]-349 9% 143%
M[19P]-92  [10%  H6%
M[18P]-34  [11%  A7%
M[19P]-93  [12%  [50%
M[18P]-31  [12%  [51%
M[18P]-34  [12%  [51%
M[19P]-62  [10%  [56%
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M[19P]-100  [16% 50%
M[20P]-583  P3% 13%
M[20P]-823  122% 44%
M[19P]-100  [16% 50%
M[19P]-98  [17% 50%
M[19P]-101  [14% 54%
M[19P]-93  [14% 53%
M[19P]-102  [13%  [54%
M[19P]-5 19% 19%
M[19P]-89  [17% 51%
M[19P]-103  [13% 55%
M[19P]-96  [18% 52%
M[20P]-475  D25% 145%
M[20P]-548  B0% 142%
M[19P]-96  [19% 53%
M[20P]-605  D2% 50%
M[20P]-577 9%  W4%
M[20P]-482  D27% 16%
M[19P]-95  [19% 55%
M[20P]-904  P1% 55%
M[20P]-559  B2% 47%
M[20P]-430  129% 71%
M[20P]-520  62% 67%
M[20P]-579  [75% 66%
M[20P]-560  [712% 70%
M[20P]-565 3%  [13%
M[20P]-524 81%  [19%
[20P]-575  85% 76%

70 mau thtr d xt ly thu dugce tir cac ché phérn thao dugc chtra 9, 19 hodc 20 loai
thuc vat dugce théy ¢6 hoat tinh chéng tao mang sinh hoc va hoat tinh khang vi sinh vét

cao hon so v6i chiét xuat hon hop tham chiéu Hon hop[2P]-3 (Bang 5-3 A). 37 mau thu
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da xur Iy chtra 18 dén 20 loai thuc vat duoc théy c0 hoat tinh chéng tao mang sinh hoc
cao hon va hoat tinh khang vi sinh vt tuong duong hoédc thip hon (Bang 5-3 B).

Muc trung binh cua ty 1€ phan trim Gc ché su phat trién vi khuén sinh vét ph du
va mirc trung binh cla ty 1€ phan trim tc ché tao mang sinh hoc trén toan bd cac ching
thir nghiém ctia mau thtr da x 1y thu duge tir cac ché pham thao dugc bao gdm 3 loai
thuc vét ciia Hon hop[3P]-1 & mirc pha lodng 1:20 duoc thé hién trén Bang 5-4.

Bang 5-4: Hiéu qua trung binh cua ty 1€ phén trim Gc ché su phat trién sinh vt
phuduvaty 1€ phan trim Gc ché tao mang sinh hoc trén 6 ching Staphylococcus aureus
da thir nghiém cta mAu thir da xt 1y dua trén Hon hgp[3P]-1 & mirc pha loang 1:20. (A)
Céc chiét xuat hdn hop cho thdy hoat tinh khang vi sinh vat va hoat tinh chéng tao mang
sinh hoc cao hon. (B) Cac chiét xuét hdn hgp cho thiy hoat tinh khang vi sinh vat va

hoat tinh chdng tao mang sinh hoc twong duong hodc thap hon.

Uc ché , , Ucché |, )
~ |Uc ché . [Ucché
phat trién phat trién
(A) tao mang (B) tao mang
sinh vat sinh vat
sinh hoc sinh hoc

phu du phu du
Hon hop[3P]-1 B1% 15% Hon hop[3P]-1 B1% 15%
M[18P]-2 35% 42% M[20P]-692  [11% 22%
M[16P]-5 36% 41% M[20P]-612 6% 25%
M[14P]-2 34% 44% M[18P]-22 1% 27%
M[16P]-6 35% - U4% M[20P]-388 9% 27%
M[09P]-9 33% 47% M[20P]-380  |I12% 28%
IM[09P]-1 34% 45% M[11P]-12 22% 29%
M[18P]-7 35% 45% M][19P]-33 8% 30%
M[17P]-3 36% 44% M[19P]-35 6% 30%
M[09P]-7 35% 49% M[17P]-2 12% 30%
M[20P]-594  40% 46% M[20P]-678  [10% 31%
M[09P]-6 37% 51% M[19P]-22 17% 31%
M[20P]-658  #5% 43% M[20P]-552  [16% 32%
M[19P]-3 34% - 54% M[17P]-4 9% 32%
M[18P]-11 40% 49% M[20P]-806  [12% 32%
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M[19P]-104  [43% 46% M[12P]-1 19%  PB3%
M[09P]-3 46% 44% M[14P]-1 18%  B3%
M[09P]-4 146% 45% M[19P]-28 % 33%
M[19P]-19  B4% 57% M[12P]-2 2%  B4%
M[18P]-13  {2% 50% M[18P]-1 16%  PB4%
M[18P]-10  W3% - 49% M[19P]-36 6% 34%
M[18P]-9 42% 51% M[20P]-479 P3%  B4%
M[18P]-17  §5% 51% M[15P]-1 23%  B4%
M[20P]-634  [43% 56% M[09P]-21  P2%  P4%
M[20P]-596  [44% 55% M[20P]-446  [10%  B4%
M[18P]-15  H7% 52% M[19P]-34 1% 34%
M[20P]-449  W7% 56% M[19P]-106 P9%  PB5%
M[09P]-10  [54% 50% M[10P]-41 8% 35%
M[20P]-588  [8% 56% M[13P]-1 22%  B5%
M[20P]-458 0%  B6% M][18P]-5 18%  B5%
M[19P]-105  [49% 56% M[19P]-39  F1% 35%
M[13P]-2 51% 56% M[11P]-3 12%  B5%
M[19P]-11  {3% 67% M[20P]-439  [19%  B6%
M[18P]-16  [54% 59% M[11P]-2 13%  PB6%
M[20P]-569  [55% 60% M[18P]-20 6% 36%
M[20P]-296  [52% 62% M[20P]-757 |I18%  B6%
M[18P]-18  [56% 61% M[10P]-303 P5%  B6%
M[20P]-516  61% 68% M[11P]-11  P9%  B7%
M[20P]-592  [70% 71% M[11P]-6 9% 37%
M[20P]-626  [71% 71% M[19P]-37 5% 37%
M[19P]-23  [12% 72% M[18P]-19  [10%  P7%
M[20P]-497  [12% 77% M[18P]-4 29%  PB7%
M[20P]-572  [74% 78% M[18P]-35  R7%  B7%
M[20P]-574  [16% 79% M[18P]-25  [11%  B7%
M[20P]-527  [76% 80% M[11P]-5 10%  B8%
M[20P]-297  83% 81% M[20P]-694 P0%  PB8%

-102-




37249

-103-

M[20P]-422  [81% 83% M[11P]-8 - |10%  B8%
M[20P]-564  [86% 82% M[11P]-9 11%  PB8%
M[20P]-418  [98% 87% M[20P]-733  [12%  B8%
M[20P]-416  99% 89% M[11P]-7 10%  PB8%
M[20P]-576  [104%  [86% M[19P]-31 6% 38%
M[20P]-573  [104%  93% M[19P]-32 W% 38%
M[19P]-29 6% 38%
M[18P]-6 2%  PB8%
M[20P]-374 % 38%
M[11P]-4  [12%  B9%
M[20P]-791 [13%  B9%
M[20P]-758 [15%  P9%
M[19P]-26 (6% 39%
M[20P]-697 [17%  B9%
M[19P]-38 W% 40%
M[19P]-24  D8%  H0%
M[16P]-2 D4% 0%
M[18P]-21 9% 10%
M[15P]-5 9% 0%
M[17P]-8 30% 0%
M[20P]-613 8% 41%
M[18P]-14  P27%  K1%
M[20P]-604  [14%  K1%
M[11P]-1 17%  W1%
M[18P]-36  P9%  @#1%
M[18P]-3 D3%  H2%
M[20P]-453 5% 142%
M[19P]-25 9% 42%
M[20P]-709  [18%  [2%
M[20P]-474 [16%  K45%
M[20P]-666  P2%  $45%
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M[20P]-902  R1% 46%
M[20P]-435  [15% 46%
M[20P]-567  B30% 47%
M[19P]-4  P4% 47%
M[19P]-16  [18% 47%
M[19P]-59  [10% 48%
M[19P]-17  R3% 48%
M[19P]-58  R20% 49%
M[19P]-60  [13% 49%
M[19P]-15  R7% 50%
M[11P]-10  Bl1% 50%
M[19P]-14  R7% 50%
M[19P]-6 32% 51%
M[20P]-445  R21% 51%
M[19P]-8 30% 51%
M[19P]-18  R1% 52%
M[19P]-9 D9% 52%
M{[19P]-7 30% 52%
M[19P]-10  P9% 52%
M[19P]-68  R3% 53%
M[19P]-63  [16% 53%
M[19P]-69 2% 53%
M[19P]-1 = P6% 54%
M[19P]-66  R4% 54%
M[19P]-12  R6% 54%
M[20P]-472  R7% 54%
M[19P]-20  B1% 54%
M[19P]-70  [19% 55%
M[19P]-62  |17% 56%
M[19P]-57  R1% 56%

[19P]-65 7% 57%
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M[19P]-73  |18%  B57%
M[20P]-514  B0% 58%
M[19P]-56  P4%  [58%
M[19P]-64  PR7%  [59%
M[19P]-72  R0%  (60%
M[19P]-71  [19%  b1%

51 mau thir d4 xtt Iy thu duoc tir cac ché pham thdo dwgc chua 9, 16, 17, 18, 19
hoac20loaiﬂngcvétduqcthéycéluxnthﬂlchéngtaoInéhgshﬂlhocvﬁluxntﬁﬂlkhéng
vi sinh vét cao hon so véi chiét xudt hdn hop tham chiéu Hon hop[3P]-1 (Bang 5-4 A).
113 mAu thtr da xt Iy chra 9 dén 20 loai thuc vat duoc théy cO hoat tinh chéng tao mang
sinh hoc cao hon va hoat tinh khang vi sinh vat tuong duong hoéc thap hon (Bang 5-4
B).

Vidu so sanh 3

Dudi dang vi du so sanh, sang ché néu mot s6 chiét xuét hdn hop 20 loai thuc vat
chi chtra 1 trong sb 3 loai thuc vat cta vi du 1 (PA13, PA21, PB12), ma da dugc théy
khong c6 hodc c6 hoat tinh khang vi sinh vat va chéng tao mang sinh hoc kém dbi voi
Staphylococcus aureus.

Muoi ché phém thao dugc ¢6 ham lugng dugc néu trong danh muc 5-8 dugc bao
ché theo phuong phap A da dugc md ta & trén.

Danh muc 5-8:Céc ché phim thao duoc ctia mau thir da xu ly

M[20P]-39: PB00; PBO1; PB02; PB03; PB04; PB05; PB06; PB07; PBO8; PB09;
PB10; PB11; PB12; PB13; PB14; PB15; PB16; PB17; PB18; PB19;

M[20P]-239: PA00; PAOS; PA21; PA23; PA26; PA33; PA39; PA60; PASS;
PB00; PB06; PB32; PB79; PC02; PC26; PC34; PC38; PC62; PC78; PC84;

M[20P]-337: PA0O; PA10; PA11l; PA15; PA18; PA21; PA22; PA24; PA26;
PA28: PA52; PA94; PA98; PB10; PB20; PB26; PB29; PB82; PC67; PCI7;

M[20P]-362: PA21; PA23; PA25; PA33; PA37; PA57; PA69; PA8L; PA92;
PB16; PB25; PB26; PB28; PB29; PB78; PC20; PC21; PC71; PC83; PDO02;

M[20P]-364: PA15; PA21; PA25; PA28; PA39; PAT75; PARO; PA8S5; PASY;
PA98: PBO1; PB06; PB24; PB28; PB35; PC24; PC25; PC57; PC75; PC82;

M[20P]-540: PA06; PA10; PA12; PA14; PA20; PA21; PA26; PA27; PA2T;
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PA57; PA57; PA57; PA69; PB07; PB82; PC11; PC20; PC23; PC55; PC98;

M][20P]-647: PAI1O; PAl 1; PA24; PA26; PA28; PA33; PA35; PA40; PAST;
PA69; PB00; PB07; PB12; PB28; PB33; PB38; PB60; PCSS; PC67; PC97;

M[20P]-652: PA00; PAO7; PA13; PAL5; PA16; PA23; PA26; PA28; PA33;
PA39; PAS7; PA92; PB28; PB38; PC20; PC21; PC52; PC55; PC74; PCI7,

M[20P]-862: PA11; PA15; PA18; PA21; PA25; PA27; PA28; PA29; PA35;
PA38: PA52; PA86; PA89; PA92; PB07; PB28; PB88; PC11; PC55; PCI8;

M[20P]-872: PA13; PA14; PA16; PA28; PA29; PA30; PA33; PA35; PA39;
PAS81; PA90; PA92; PB00; PB32; PC12; PC34; PC37; PC67; PC97; PDO2.

Mudi chiét xuét chira nude (hoic mau the da xt ly) duge diu ché tir cac ché
pham thao dugc twong Gng theo phuong phap B da duge md ta ¢ trén bang céch sir dung
40mL nuéc chira sucroza v6i ndng do 100g/1 dé chiét bang nudc va bao gbm budc ling
gan trudce khi loc.

Péi véi mdi mau thir di xir 1y hoat tinh sinh hoc dugc xé4c dinh theo phwong phap
C da dugc mo ta & trén, v4i cac muc pha lodng cubi sau ddy ctia mau thu da xt ly: 1:20,
1:63 va 1:200.

Mirc trung binh cua ty 1€ phén tram trc ché sy phat trién vi khuén sinh vat phu du
va muc trung binh cua ty 1é phan trim trc ché tao mang sinh hoc trén toan bd cac ching
thir nghiém ctia mau thr da xt ly & muc pha loang 1:20 duge thé hién trén Bang 5-5.

Bang 5-5: Hiéu qua trung binh cua ty 1€ phan trim e ché su phat trién sinh vat
phuduvaty lé phan trim ttc ché tao mang sinh hoc trén 6 chung Staphylococcus aureus

d3 thir nghiém ctia mau tht da xr ly ¢ mure pha loang 1:20.

Uc ché phat |, ,
L Uc ché tao
trien sinh vat
mang sinh hoc

phu du
Hon hop[2P]-1 22% 36%
Hon hop[2P]-2 12% -3%
Hon hop[2P]-3 12% 28%
M[20P]-362 1% -6%
M[20P]-364 -5% 6%
M[20P]-039 1% 6%
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M[20P]-862 5% 2%
M[20P]-337 0% 9%
M[20P]-872 2% 11%
M[20P]-540 5% 10%
M[20P]-652 9% 7%
M[20P]-239 9% 7%
M[20P]-647 9% 9%

Tét ¢4 cac mAu thir da xir Iy da duoc thir nghiém thu duge tir cac ché pham thao
duoc chira 20 loai thyc vat bao gém chi 1 thuc vat trong sb 3 loai thuc vat cua vi du 1
(PA13, PA21, PB12) cho thy hoat tinh khang vi sinh vat thip hon so véi ba chiét xuét
h&n hop 2 loai thyuc vat ciia Hon hop[2P]-1 (thu duge tir PA13 va PA21), Hon hop[2P]-
2 (thu dugce tir PA21 va PB12) va Hon hop[2P]-3 (thu dugc tir PA13 va PB12) dbi chting
va hoat tinh chdng tao mang sinh hoc thip hon so v6i Hon hop[2P]-1 va Hdn hop[2P]-
3.

Vidu6 _

Vi du nay d& cap dén hoat tinh khang vi sinh vét va chéng tao mang sinh hoc
ddng thoi dbi voi  Staphylococcus aureus, Staphylococcus —epidermidis  va
Staphylococcus pseudintermedius cua 2 mau thr d3 xt Iy dugc chon trong s6 cac hon
hop tdt nhat duoc md ta trong vi du 4 va vi du 5.

Thuc vét kho loai duge dung thu dugce tir “Pharmacie Fontgieve” (Clermont-
Ferrand, Phép) va “Pharmacie St Herem” (Clermont-Ferrand, Phap).

Hai ché phim thao dugc chita bdt thuc vat khd néu trong Bang 6-1 dudi day dugce

theo phuong phap A da dugc mo ta ¢ trén.

Béang 6-1
Céc ché pham thao dugc | M[20P]-576 M[10P]-154
Thuc vat 1 2 thia ctia PA11 |1 thia ctia PA11
Thuc vat 2 1 thia cia PA12 |1 thia cia PA12
Thuc vat 3 3 thia cia PA13 |1 thia cia PA13
Thuc vat 4 2 thia cia PA14 |1 thia cia PA21
Thuc vat 5 1 thia cia PA20 |1 thia cia PA22
Thuc vat 6 1 thia cia PA21 |1 thia cia PA79
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1 thia ctaa PA22

1 thia cua PB12

Thuc vat 8

1 thia cua PA29

1 thia cia PB49

Thuc vat 9

1 thia cia PA39

1 thia cua PC29

Thuc vat 10

1 thia caa PB12

1 thia cia PC63

1 thia ciia PB60
1 thia cua PC20
1 thia cua PC26
1 thia cia PC33
1 thia cua PC37
I thia cia PC49 |

Thuc vat 11
Thuc vat 12
Thuc vat 13
Thuc vat 14
Thuc vat 15
Thuc vat 16

Bt dau tir cac ché phém thao duoc nay thi 2 chiét xuét chtra nudc (hoic mau thtr
da xt ly) tuong ting dugc didu ché theo phuong phap B da dugc mé ta ¢ trén bang cach
st dung 40mL cho M[20P]-576 va 20mL cho M[10P]-154 nudc chira sucroza v6i ndng
do 100g/1 dé chiét bang nudc va bao gdm budc ly tdm trude khi loc.

Hoat tinh sinh hoc ctia mau thir da x& ly duge xac dinh theo phuong phap C da
duoc md ta & trén bang cach st dung cc chung sau:

- Céac ching Staphylococcus aureus: ATCC 25923, ATCC 49476,

ATCC 6538, ATCC 51740, ATCC 29213, ATCC 14775, NCTC 12493, ATCC

33591, ATCC 33592, ATCC 43300, ATCC 700698, ATCC 700699, ATCC 9144

va ATCC BAA-44

- Cac ching Staphylococcus epidermidis: ATCC 14990, ATCC
12228, ATCC 700296, ATCC 49134 va ATCC 49461
- Chung Staphylococcus pseudintermedius: ATCC 49444

Nong db tre ché ti thidu (MIC) duoc thdy voi 2 miu thir da xir Iy duoc thé hién
trén Bang 6-2 & dang HID, ciing nhu hiéu qua trung binh trén toan by cac chung cta
Staphylococcus aureus va Staphylococcus epidermidis.

Bang 6-2: HID cua 2 mAu thir da xt ly trén 14 ching cta Staphylococcus aureus,
5 chung Staphylococcus epidermidis va 1 chung Staphyldcoccus pseudintermedius
M[10P]-154 | M[20P]-576
ATCC 25923 20 20

S. aureus
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ATCC 49476 40 40
ATCC 6538 10 10

ATCC 51740 20 40

ATCC 29213 20 20

ATCC 14775 20 20

NCTC 12493 40 40

ATCC 33591 20 40

ATCC 33592 20 40

ATCC 43300 20 40

ATCC 700698 20 20

ATCC 700699 40 20

ATCC 9144 20 20

ATCC BAA-44 40 20

Mt trung binh 25 28

ATCC 14990 40 20

ATCC 12228 40 20

S. epidermidis ATCC 700296 40 20
ATCC 49461 40 20

ATCC 49134 80 80

Mtc trung binh 48 32

S. pseudintermedius | ATCC 49444 40 40
Mic trung binh tong thé 32 30

M[10P]-154 va M[20P]-576 cho thay hoat tinh khang vi sinh vét toan bo trén tat
c4 Staphylococcus aureus va Staphylococcus epidermidis thir nghiém. M[10P]-154 cho
thdy hoat tinh khang vi sinh vat toan bo ¢ 1:80 trén 1 chung Staphylococcus epidermidis,
& 1:40 trén 4 chung Staphylococcus aureus, 4 ching Staphylococcus epidermidis va
ching Staphylococcus pseudintermedius tht nghi¢ém, ¢ 1:20 trén 9 ching
Staphylococcus aureus, va ¢ 1:10 trén 1 ching Staphylococcus aureus.

M][20P]-576 cho thay hoat tinh khang vi sinh vét toan bo & 1:80 trén 1 chung

Staphylococcus epidermidis, & 1:40 trén 6 ching Staphylococcus aureus va chung
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Staphylococcus pseudintermedius thir nghiém, & 1:20 trén 7 chung Staphylococcus
aureus va 4 ching Staphylococcus epidermidis va ¢ 1:10 trén 1 ching Staphylococcus
aureus.

Ty 1& phan trim Gc ché su phat trién vi khudn sinh vat phu du va ty 18 phan trim
trc ché tao mang sinh hoc (IBF) cua 2 mau thtr dd xit 1y & mitc pha loang 1:20 duoc thé
hién trén Bang 6-3, ciing nhu hiéu qué trung binh trén toan bd cac ching cua
Staphylococcus aureus va Staphylococcus epidermidis.

Bang 6-3: Su trc ché phat trién sinh vat phu du va sy tc ché tao mang sinh hoc
(IBF) ciia 2 mau thtt dd xur ly trén 14 ching cta Staphylococcus aureus, 5 ching
Staphylococcus epidermidis va 1 ching Staphylococcus pseudintermedius ¢ murc pha

loang 1:20

Uc ché phat trién sinh Uc ché tao mang sinh
vat phu du hoc (IBF)
M[10P]- |M[20P]- M[10P]- | M[20P]-
154 576 154 576
ATCC
96% 99% 90% 88%
25923 _
ATCC
93% 109% 93% 95%
49476
ATCC
49% 56% 45% 60%
6538
ATCC
91% 106% 89% 96%
51740
S. aureus
ATCC
94% 105% 91% 92%
29213
ATCC '
90% 105% - 88% 90%
14775
NCTC
99% 113% 93% 92%
12493
ATCC
95% 113% 91% 93%
33591
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ATCC
’ 97% 107% 91% 93%
33592
ATCC
94% 110% 90% 92%
43300
ATCC
92% 113% 89% 91%
700698
ATCC
88% 95% 98% 96%
700699
ATCC
82% 91% 88% 84%
9144
ATCC
90% 101% 93% 94%
BAA-44
Mic trung
89% 102% 88% 90%
binh
ATCC
90% 101% 91% 90%
14990
ATCC
90% 101% 93% 91%
12228
ATCC
86% 90% 81% 82%
700296
S. epidermidis
ATCC
90% 99% 93% 85%
49461
ATCC
89% 96% 96% 90%
49134
Mtic trung
89% 98% 91% 88%
binh
~ |ATCC
S. pseudintermedius 92% 103% 95% 93%
49444
Mtrc trung
binh tong | 89% 101% 89% 89%
thé

-111-




37249

 mutc pha loang 1:20, M[10P]-154 thé hién mic trung binh {rc ché tao mang
sinh hoc 88% trén tit ca cac ching Staphylococcus aureus thir nghiém trong khi do
M][20P]-576 cho thiy muc trung binh 90%. Hai hdn hgp nay cho thay hoat tinh khang
vi sinh vAt trén mot ching: ATCC 6538 (45% cho M[10P]-154, 60% cho M[20P]-576).
M[10P]-154 cho thiy mic trung binh trc ché phét trién sinh vat phit du 91% trén tat ca
cac ching Staphylococcus epidermidis thir nghiém trong khi d6 M[20P]-576 cho thay
miurc trung binh 88%. (Bang 6-3). Hai hdn hop cho thiy ty 1& phan trim trc ché 1an luot
hon 95% (M[10P]-154) va 93% (M[20P]-576) trénStaphylococcus pseudintermedius
thir nghiém. Béi vay, M[10P]-154 va M[20P]-576 da chting t6 hoat tinh chdng tao mang
sinh hoc trén Staphylococcus aureus, Staphylococcus epidermidis va Staphylococcus
pseudintermedius ¢ mirc pha loang 1:20.
Vidu7

Dung dich ctia Hon hqp[ZOC]-57 6 (dugc mo ta trong Vi du 6) dugc sir dung cho
céc ché pham sau dugc diéu ché theo phuong phap A da dugc md ta & trén va B ngoai
trr bude loc, ma trong vi du nay duoc thuc hién bang cach loc hut bang phéu Biichner
dugc nap mdt 16p bong hit nude day 5 cm. V& d6 trong, dung dich dugc loc qua bong
nay s& dugc quy la SK576 trong vi du sau.

Thudc m& va hai loai kem dé duoc str dung cho ung dung khu tra dugc bao ché
bang phuwong phap nhil hoa nhu sau:

- Pha A va Pha B dugc didu ché bang cach trdn c6 lac theo quy dao

trong hai coc c6 md riéng biét:

Pha A Pha B
- 73,8g dau hanh nhan hitu co -29,6¢ SK576, dugc diéu ché nhu md
(Hyteck, “Aroma Zone™, ta trong Vi du 6
Phép) - 13,5g glyxerin hitu co (The
Thube - 18,5g sap ong hitu co (Hyteck, | Naissance Trading & Innovation,
md “Aroma Zone™”, Phép) “Naissance™”, Anh)
- 9,7g bo hat m& (Hyteck, - 2,7g axit ascorbic (Hyteck “Aroma
“Aroma Zone™”, Phap) Zone™”, Phap)
- 1,0 mL tocopherol tu
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nhién(Hyteck, “Aroma Zone™”,

Phap)

-30,4¢g dau hanh nhan hitu co
(Hyteck, “Aroma Zone”, Phap):
- 8,3g Olivem® 1000 hitu co

- 51,5g SK576, dugc diéu ché nhu md

ta trong Vidu 6
(Hyteck, “Aroma Zone™, .
Phép) - 14,9¢g glyxerin hitu co (The
a

Kem 1 P . Naissance Trading & Innovation

- 3,1g tinh dau bac ha (Hyteck .

A “Naissance ™”, Anh)

“Aroma Zone™”, Phap)

- 1,0mL tocopherol ty nhién

(Hyteck, “Aroma Zone™”,

Phap)

-14,9¢ d4u hanh nhan hitu co

(Hyteck “Aroma Zone™”, - 160,0g SK576, dugc diéu ché nhu

Phap): mo ta trong Vidu 6

- 11,8g Olivem® 1000 hitu co - 10g glyxerin hitu co (The Naissance
Kem?2 | (Hyteck “Aroma Zone™”, Phap) | Trading & Innovation, “Naissance™"”,

- 5,1g bo hat m& (Hyteck
“Aroma Zone™”, Phap)

- 1,0mL tocopherol tu nhién
(Hyteck “Aroma Zone™”, Phap)

Anh)

- Hai cbc c6 mo duoc gia nhiét dén 70°C bang cach st dung chau

nuéc nong va duge duy tri & 70°C trong 10 phut dé tranh két tinh sap ong.

- Tiép do, pha B duoc d6 dan vao Pha A, giit cdc c6 mo trong chau

nu6e nong va cé khuay khong doi bang bo phan khuay tron nhiing chim co hoc

(Moulinex”Infinyforce_hand blender”, Phap).

- Tiép do, coc c6 moé chura hdn hop cua Pha A va B dugc lay ra khoi

chiu nudc néng va thuéc md dugc tao ra bang cach sir dung “bo phén tron xo6t

maione” nhung chim (Moulinex”Infinyforce_hand blender”, Phap).

Gel dé duoc st dung cho tmg dung khu trii dugc bao ché bang cach

- Loc 20,6g SK576, trén bo loc dang 6ng tiém hut nude (0,22 pm).
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- B sung 0,75 g bot xantan (Hyteck “Aroma Zone™”, Phip) va
0,25g axit ascorbic (Hyteck “Aroma Zone™”, Phap) vao dung dich dé loc va tron
bing dao tron trong 5-10 phut nhu dé taohinh.

Dung dich phun dé duoc dung khu tra duge bao ché bang cach:

- Tron 5,5g SK576 vé6i 11,9g etanol (Sigma-Aldrich, Phép) tuyét dbi
trong cdc ¢6 mé 20 mL ma dugc bao quan trong ti lanh ¢ 5°C trong 3 gio.

- Dit cde c6 mo v6i hdn hop lanh vao chau nude da va bd sung dan
0,7 g Kolliphor® P-407 (Sigma-Aldrich, Phép) trong sy khudy bang thanh tir va
b6 phan khudy.

- Sau 30 phut khuéy trong chiu nuge da, dung dich dugc nap vao bd
phan phun chat phan img (CAMAG, Thuy S) d€ st dung.

Phuong thire cia m3i trong s6 nam ché phim nay c6 thé dugc dinh c& dé dang
v6i cac thé tich ché pham khéac nhau bang cach duy tri cing mot luong lién quan cia
mdi thanh phan.

Vidu8

Hoat tinh sinh hoc cua chiét xuét chira nuéc theo sang ché & mo hinh chudt nhiém
Staphylococcus aureus gy chét

Gié6i thiéu

Chung S. aureus Newman dugc phén lap vao ndm 1952 tir vat lay nhiém nguoi
va da duogc st dung rong rdi ¢ cac md hinh dong vat nhiém tu cau khuén do kiéu hinh
virut bén vitng ctia no.

Chuot cai OF1 da dugc st dung rong rai dé nghién ctru sy phat sinh bénh gy ra
béi Staphylococcus aureus. Cong trinh nghién ciu trugc day vé su phat sinh bénh do
nhiém Staphylococcus aureus st dung dudng thir nghiém trong bung dé 1ay nhiém va
didu tri chuot do tinh dé dang k¥ thuat cta no.

Muc dich cua vi du nay la danh gia hoat tinh khang vi sinh vat ctia chiét xuét
chira nuéc theo sang ché & chudt cai OF1 bi nhidm lidu luong Staphylococcus aureus
Newman géy chét. Viéc didu tri duoc st dung bang duong miéng theo lich biéu Q1Dx10,
2 ngay trudce khi nhiém dén 7 ngay sau khi nhiém. Viéc theo ddi ty 1& chét dugc thuc
hién tir DO dén D15.

T4 dugce dugce st dung lam mau dbi ching am.

Vit liéu va phuong phép
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ChAt thtr nghiém va dbi ching

Chét thir nghiém: chiét xuat chira nuée M[20C] 576 (thu dugc bt dau tir ché
phim thao duge véi ndng do 120 g/l, duge didu ché nhu duge mé ta trong Vi du 6). Chat
nay dugc bé tri trong 11 lo chira 1200 pl mdi chiét xuét chira nude. Pugc bao quan & -
20°C.

Téduqc:dungcﬁdlnuécsummza](Wé.Séduqcbéoqu$16-20°c.

Chung vi khuan: ching Staphylococcus Newman (cung cip boi Dr T. Foster,
TThﬁQ/CoHeg@])ubhn,heknuLIésé14156,LST4)

h&uad@ngvétvénhétﬁongchuéng

Hai muoi (20) Crl:OF1 chudt cai (giao phdi xa), 6 tudn tudi duoc mua tir Charles
River (L’ Arbresle, Phap).

Bo phan cham séc dong vat duoc cép phép bdi bd ndong nghiép va nghién ciru
Phép (Hop ddng s6 B35-288-1). Cac thir nghiém dong vét dugc thuc hi¢n theo Hudng
din dao duc th nghiém dong vat (Principes d’éthique de I’expérimentation animale,
Directive n°86/609 CEE du 24 Nov. 1986, Décrét n°87/848 du 19 Oct. 1987, Arrété
d’Application du 19 Avril 1988).

Dong vat dugc duy tri trong phong “A2” trong diéu kién duoc kiém soat gdom
nhiét do (22 + 3°C), d6 4m (50 = 20%), chu ky sang (12 gid sang/12 gio t6i), trao doi
khong khi va ap suét thdp. Hé thong diéu khién khong khi dugc 1ap trinh cho 14 su thay
d6i khong khi mot gio, khong co su tuan hoan.

Thuc phdm va nuée duge cAp thy v, duge bé tri trong nip kim loai trén dinh cua
chudng.

Kiéu diéu tri va thir nghiém

Chuén bj vi khudn — Khuéch dai vi khuén dé thir

Mot lo vi khuan duogc 1am tan bang va 100 pl chét cay dugc nudi cdy trong 50 ml
mbi truong cdy (Tryptic Soy Broth: TSB, Ref. 43592 hogc 22902, Sigma). Vi khuan
dugc 01 ¢ 37°C trong 20 gio & téc do khudy 110 vong/phut trén thiét bi lic ngang. Huyén
phuvikhuénséduqcphaloﬁngé“UZO(100pl+—L9ranSB)vérnétd©quangséduqc
doc & 680 nm (mat dd quang 680 nm).

Tiép d6, 10 ml vi khuin dugc ly tim & 5200 vong/phut (3400 g) trong 10 phut &
4°C. Dich ndi 1én trén duoc loai bo va vi khuan duoc hoa tan trong 10 ml DPBS (Ref.
BE17-512F, Lonza, Phap). Huyén phu vi khuan (C0) dugc pha loang ¢ 1/20 (100 ul +
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1,9 ml DPBS) va mat d6 quang 680 nm s& dugc do.

Mat d6 quang 680 nm do dugc trude va sau khi ly tAm phai la tuong tu.

Néng d6 CFU/ml cta dung dich vi khuan duoc tinh nhu sau:

CFU/ml = (mat d6 quang 680 nm x 20 (hé s6 pha lodng) x 6.5.108 (CFU/U.D.O)

Chuén bi muxin

Muxin (Sigma, Phap) duoc chuén bi & 20% 14-16 ngay trudc khi xt Iy nhu dugc
mo ta dudi day:

DPBS (Dulbecco's Phosphate-Buffered Saline) dugc lam 4m trude 6 56°C va Y
thé tich cudi dugc dua vao thiét bi tron, tiép dé muxin lon s€ dugc bd sung va tron. Thiét
bi tron duogc ria bf?mg thé tich DPBS con lai. Tiép d6, dung dich muxin 20% duoc dua
vao Erlenmeyer Flask va dugc 0 & 37°C trong su khudy trong 1 gi® va 30 phut. % dung
dich muxin 20% dugc dua vao chai vo trung. % dung dich con lai dugc luu trit riéng
biét. Tiép d6 % va Y dung dich duogc tiét tring bang céch hap. Dung dich muxin lon
20% dugc bao quan ¢ +4°C.

Ngay truoc khi 1ay nhiém, do pH cta % dung dich muxin 20% dugc diéu chinh
674 béng céch bd sung NaOH 30% da loc. Néu can, mot ph?m cua Y dung dich con lai
duoc str dung dé diéu chinh do pH.

Chuén bi vi khuin

Theo két qua mat do quang 680 nm, vi khuin (C0) dugc pha lodng trong DPBS
dé dat dén ndng d6 6,8x107 CFU/ml. Tiép do, cac huyén phu nay duoc pha lodng & V2
trong muxin lon 20% dé c6 LD80 néng do béng 3,4 x107 CFU/ml trong PBS-muxin lon
10%. Huyén phu ding dé xir ly dugc dit trong bng chira hat thiy tinh v tring (4 mm,
Ref. 068502, Dutscher, Phap). Huyén phu khéng dugc tao xody, nhung duoc tron béng
cach 1on ngugc cac 6ng. Vi khuan dugc dé trén da trude khi xtr 1y va giit trén da trong
qua trinh xt ly.

Xac dinh CFU

]Déxécdhﬁlnéngdéchﬁﬂlxéccﬁahuyénphﬁvikhu&1ﬁuécvésaukhicéyvéo
dong vét, huyén phu vi khuén dugc pha lodng trong dung dich lién tiép gap 10 14n trong
DPBS-0,5% Tween 20 (Sigma, Phap) nhu duge md ta trong Bang 8-1 trong cac giéng
sau (50 pl vi khuan + 450 pl DPBS-0,5% Tween 20). Tiép do, 6 x 50 pl dung dich vi
khuin 3, 4, 5 va 6 dugc cdy trén dia TSA (Tryptic Soy Agar, Sigma) va dugc dé ¢ 37°C
quadénL]§hu§nlacduocdénldéxécdhﬂldon\d}ﬁnhthénhkhuénlac(CFII-Ckﬂony-
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Forming Units) thuc cua chét dé tiém ching.

Viée dém duoc thuc hién trén giot (50 pl) chua tir 20 dén 100 khuén lac. Céc 6
sim tuong (g v6i mic pha lodng duge cly trén dia.

Bang 8-1:  Mirc pha lodng cua huyén pht vi khuan dé xac dinh CFU thuc (kha
ning sdng) clia chét dé tiém ching. Cac 6 sAm tuong (mg v6i cic muc pha loang duoc

cay trén cac dia.

Céc murc pha loang
Huyén phu dé qua dém |1 2 3 4 5 6
chira vi khuén trong PBS [1/10  [1/100 [1/103 |1/104 |1/105 |1/106

Vi du, néng dd ban dau:
3,4x10’CFU/ml

Sé khuén lac / 50 pl

(1 giot)

3,4x10°|3,4x10° {34000 |3400 |340 34

1,7x10° | 1,7x10* | 1,7x10% | 170 17 17

Ngau nhién hoa

Trudce khi thir nghiém (D-2), 20 chudt cai OFI khoe manh dugc ngﬁu nhién hoa
trong 2 nhom g6m 10 chudt/nhdém theo ticu chuin trong lugng co thé, vi vay trong lugng
co thé trung binh ctia cac nhém khong khac nhau theo théng ké.

Dibu tri

Viéc didu tri duoc thuc hién tir D-2 dén D7 (DO: ngay cdy vi khuén) bang cach
dung qua duong miéng (PO). Viéc cdy vi khuan duoc thuc hién bang cach tiém mang
bung (intraperitoneal injection - IP).

Cay

O DO, chudt duge cdy bang huyén phu vi khudn. Mdi su ciy bao gdm su tiém
mang bung 500 pl huyén pht & ndng d6 3,4 x 107 CFU/ml (1,7 x 107 CFU/chubt).

Kiéu thir nghiém

Dong vat duoc didu tri bang cach st dung céc chét thir nghiém tir D-2 dén D7
qua dudng miéng. O DO, cac sy didu tri dugc thuc hién 1 gidr sau khi cdy vi khuan,

Céc nhom thir nghiém s& dugce xac dinh nhu duge moé ta dudi day va duge thé
hién tom tit trén Bang 8-2.

. 10 chudt ctia nhom 1 s& duoc didu tri tir D-2 dén D7 véi ta duge bang cach

dung qua dudng miéng theo lich bidu diéu tri Q1DX10.
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. 10 chudt ctia nhom 2 s& dugc didu trj tir D-2 dén D7 véi chét tht nghiém
bing cach ding qua duong miéng theo lich biéu diéu trj Q1DX10.
Bang 8-2:  Kiéu thir nghiém

. , , Lich
Cac | SO Chat thu Thé tich L MO hinh vi
Duong dung biéu ,
nhom | chudt | nghiém dung . khuan
diéu tri
1 T4 duge Staphylococcus
aureus
1 Q1DX10 | Newman gay
10 Chét thir | PO 10 mL/kg | (trD-2 | chétIP
2 nghiém dén D7) | (3,4x107
CFU/ml)
500 pl

Theo ddi dong vat

T DO dén D1, chudt dugc quan sat hai 1An mot ngay v& tinh trang tir vong.

Tir D2 dén D15, chudt duoc quan sat mot 1An mot ngay vé tinh trang t& vong.

Trong lugng co thé ciia chudt duoc ghi lai hai 1in mt tudn cho dén khi két thic
thtr nghiém. |

Quan sat lam sang chi tiét (thay ddi o da, long, nﬁét, mang nhdy niém mac, sy
xuét hién bai tiét va thai, chitc ning hod hép, su thay dbi vé dang di, tu thé) duoc theo
ddi hai 1An mot tuan nhu dugc md ta trong Bang 8-3 bén dudi vi du. Phén mo ta danh
muc ndy la khong toan dién va dugc boi sung bdi cdc su quan sat khac, néu can.

Bang 8-3: Quan sat 14m sang/thong s6

i Thong i
Thong so Mo ta . Mo ta Thong so6 MOo ta
sO
Khong
, So hai Binh thuong
chuyén dong
Van _ Hanh | Binh
~|Giam . Long Téng vot
dong/dang di vi thuong
Hung
Binh thuong Hao
hang
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, Thong )
Thong s6 Mo ta . MO ta Thong so Mo ta
sO
Qua muc Chéam ' Nhudm mau
Binh Khéng thé ap
Binh thuong .
Mang vac thudng dung
Thé .
Kiét ste Toc do Binh thuong
Bit Khéng binh
Khong :
thuong thuong (miii)
Bén phai Binh Khong binh
phia trude thudong X thuong
Mang nhay
Bén trai phia] |, N i
Mat bam 1€ niem mac (miéng)
trudce :
Bén phai Khong binh
Khép kin
phia sau thuong
Bai liét
Bén trai phia Binh o
(miii/miéng)
sau thuong
Bén phai D6 hoe ft
Bén trai b Vét dém Binh thuong
a
Vet o
Phia trudce Bai tiét Quéa murc
thuong
Khéi tu |
Phia sau Kho
mau
Giét chudt

O D15, chudt séng sot bi giét béng cach hat hét mau, tiép theo 1a dich chuyén cd
tir cung, néu can. Khong thyc hién viéc mo xAc.

Két qua

Viéc phan tich chudt séng cho thiy cac két qua duoc néu trong cac Bang 8-4 va
bang 8-5 dudi day.

Bang 8-4: S& chudt séng/ngay
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S6 chudt sdng/ngay

Cac nhoém NDO|NDI|ND2|ND3|ND4 NDS5/ND6/ND7/ND8

Nhom 1 (ta dugc,
PO, Q1Dx10, 10 10 | 6 6 5 5 3 2 [NA | 0
ml/kg)

Nhom 2 (TS
nguyén chat, PO, | 10 | 6 | 6 6 6 |6 |4 |NA |3
Q1Dx10, 10 ml/kg)

Bang 8-5: Ty 1é phén tram chudt séng/ngay

Ty 18 phan tram song

Nhom NDO|NDI|ND2|ND3|ND4|ND5|ND6/ND7|ND8
Nhém 1 (T4 duogc,
PO, Q1Dx10, 10 [100%)| 60% | 60% | 50% | 50% | 30% | 20% | NA | 0%

ml/kg)
Nhom 2 (TS _
nguyén chit, PO,  [100%| 60% | 60% | 60% | 60% | 60% | 40% | NA | 30%
Q1Dx10, 10 ml/kg)
NA=Khong co

Sur didu tri cho phép giam ty 1& chét chudt tir 100% xudng 70%. Béi vdy, nghién
ctru dong vat nay cho thdy riang hoat tinh khang vi sinh vat va chbng tao mang sinh hoc
dwoc thiy in-vitro dugc bién ddi thanh tic dung diéu tri, khi chiét xult chira nuée cta
sang ché duge ding qua duong miéng véi dong vat.

Vidu9

Vi du nay thé hién hoat tinh khang vi sinh vat va chéng tao mang sinh hoc dong
thoi dbi véi Staphylococcus aureus cua ché phim mo ta gbm 2 loai thuc vt trong s6 3
loai thuc vat: Filipendula ulmaria PA13, Camellia sinensis PA21, Arctostaphylos uva-
ursi PB12 va it nhét 1 loai thuc vat trong s 3 loai thuc vét: Eugenia caryophyllus PC20,
Vitis vinifera var. tinctorial PA22, Desmodium adscendens PB07. Thuc vat kho loai
duge dung thu duge tir “Herboristerie Cailleau” (Chemillé, Phap).

Bt ddu tir ba loai bot thue vt khac nhau nay thi sau ché pham thao dugc dugc

bao ché theo phuong phap A néu & trén.
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Danh muc 9-1: Céc ché phém thao dugc ciia mau thir d xt 1y

MJ[02P]-064: PA13; PA21,;

M[03P]-050: PA13; PA21; PC20;

M[03P]-053: PA13; PA21; PBO7,

M[03P]-056: PA13; PA21; PA22;

M[02P]-065: PA13; PB12;

M[03P]-051: PA13; PB12; PC20;

M[03P]-054: PA13; PB12; PB07,

M[03P]-057: PA13; PB12; PA22;

M[02P]-066: PA21; PB12;

M[03P]-052: PA21; PB12; PC20;

M[03P]-055: PA21; PB12; PB07,

M[03P]-058: PA21; PB12; PA22;

M[03P]-059: PA13; PB12; PA21;

M[04P]-025: PA13; PB12; PA21; PC20;

M[04P]-026: PA13; PB12; PA21; PBO7;

M[04P]-027: PA13; PB12; PA21; PA22.

Bt dAu tir cac ché phém thao duoc liét ké trong danh muc 6-3 thi cac chiét xuét
chtra nude (hodc mau thir da xu 1y) twong tng duoc didu ché theo phuong phap B da
duoc mo ta & trén bang cach st dung 40mL nudce chira sucroza véi ndng d6 100g/1 dé
chiét bang nuée va bao gdm budce ling gan trude khi loc.

Hoat tinh sinh hoc ctia mdi miu thtr da xu 1y dugc xac dinh theo phuong phap C
da duge mo ta & trén bang cach st dung cdc ching Staphylococcus aureus sau: ATCC
6538, v4i cac muc pha lodng cubi sau ddy ctia mau thir da xu ly: 1:5 ddi vai su trc ché
tao mang sinh hoc va 1:10 dbi v6i su rc ché phat trién. Luu y rang mic {rc ché phat trién
1a gén 100% dbi voi moi hdon hop & muc pha lodng 1:5, va mic {rc ché tao mang sinh
hoc 14 gdn 0% dbi véi tat ca cac hdn hgp & mirc pha loang 1:10.

Ty 1& phén trdm trc ché phat trién vi khudn sinh vét pht du va ty 1& phan trim Gc
ché tao mang sinh hoc trén tét ca cic ching thir nghiém cua mau thir da xt Iy thu dugc
tir cac ché pham thao duoc khac nhau duge néu trong Bang 9-1 sau.

Bang 9-1: Hiéu qua trung binh cua ty 1€ phan trim trc ché su phat trién sinh vat

phu du va ty 1€ phan tram trc ché tao mang sinh hoc trén ching Staphylococcus aureus
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ATCC® 6538 cita mAu thir dd x 1y dva trén ché phim néu trong danh muyc 9-1. Méu
thir d3 xt 1y duogc st dung & muc pha lodng 1:10 dbi vdi céc thir nghiém tc ché su phat

trién sinh vat phi du va & mirc pha lodng 1:5 d6i vdi su tic che tao mang sinh hoc.

Uc ché L, Uc ché , ,
. [Uc ché tao . [Uc ché tao
phat trién ~ phat trién _
(A) mang sinh (B) mang sinh
sinh vat sinh vat
hoc hoc
phu du phu du .
M[02P]-064147% 34% IM[02P]-06542% 15%
M[03P]-050{70% 56% M[03P]-05159% 36%
M[03P]-053|55% 35% M[03P]-05454% 22%
M[03P]-05656% 38% M[03P]-05754% 34%
Uc ché , , Uc ché , ,
. [Uc ché tao . |Uc ché tao
phat trién phat trién _
©) mang sinh (D) . mang sinh
sinh vat sinh vat
hoc hoc
phu du phu du
M][02P]-06640% 23% M[03P]-05959% 87%
M[03P]-052/53% 28% M[04P]-02569% 90%
M[03P]-055159% 27% M[04P]-02664% 90%
M[03P]-05860% 33% M[04P]-02764% 89%

(A) danh muc chiét xuit thu dugc tir cac ché phém thdo duoc chira PA13 va
PA21, trong d6 sy bd sung mét trong s PC20, PB07 va PA22 cai thién hoat tinh; (B)
danh muc chiét xuét thu du’qé tir c4c ché phém thao duoc chira PA13 va PB12, trong do
su bd sung mot trong sd PC20, PB07 va PA22 cai thién hoat tinh; (C) danh muc chiét
xuét thu dugc tlr cac ché phém thao dugc chira PA13, PA21 va PB12, trong do su bd
sung mot trong s6 PC20, PB07 va PA22 cai thién hoat tinh; (D) danh muyc chiét xuit thu
dugc tlr cac ché phém thao duoc chira PA13 va PA21, trong do su ) sung mQt trong sb
PC20, PB07 va PA22 cai thién hoat tinh.

Vidu 10
Vi du nay thé hién hoat tinh khang vi sinh vat va chéng tao mang sinh hoc déng

thoi dbi véi Staphylococcus aureus clia 324 chiét xuit hdn hop thu dugce tir cac ché phdm
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(PA13), Camellia sinensis (PA21), Arctostaphylos uva-ursi (PB 12) va it nhét 1 loai thuc
vét trong s6 3 loai thuc vat: Eugenia caryophyllus (PC20), Vitis vinifera var. tinctorial
(PA22), Desmodium adscendens (PB07).

Déi v6i cac hdn hop tir M[20C]-2083 dén M[20C]-20798, thuc vt kho loai duge
dung thu dugc tir “Herboristerie Cailleau” (Chemillé, Phép). D&i v6i cac hon hop tir
M][20C]-2805 dén M[20C]-2957, thyc vat kho loai duge dung thu dugc tur “Pharmacie
Fontgieve” (Clermont-Ferrénd, Phap, thyc vat PAOO dén PB12) va “Pharmacie St
Herem” (Clermont-Ferrand, Phap, thuc vat PB13 dén PDOZ).

Céac ché phém thao duoc chira tir 3 dén 20 loai bot thuc vat duge bao ché theo
phuong phap A da dugc mo ta & trén.

Bt dAu tir cac ché phém thao duoc, cac chiét xuit chira nuéc (hoic mau thu d3
XU 1y) twong Gmg duoc diéu ché theo phwong phap B da duge mo ta & trén bing cach st
dung40nﬂJnuécchﬁasumnzavéinéngd@IOOgﬂdéchﬁtbéngnudcvébaogénlbuéc
léng gan trudce khi loc.

Hoat tinh sinh hoc ctia mdi mau thr da xu ly dugc xac dinh theo phuong phéap C
di dugc md ta & trén bang cach st dung cac ching Staphylococcus aureus sau: ATCC
25923, ATCC 49476, ATCC 6538, ATCC 51740, ATCC 29213 va ATCC 14775, v6i
cac muc pha loang cudi 1:20 ctia cac mau thi da xt ly.

Mt trung binh cta ty 1€ phan trim trc ché phat trién vi khuén sinh vat ph du va
In&cﬂungkﬁnhcﬁaty16ph&1hﬁn1&cchétaoInéngshﬂlhocnéntomnbécécchﬁngth&
nghiém cua mau thr d xir Iy thu dugc tir cac ché phém thao duoc sau lan luot cua danh
muc 10-1, danh muc 10-2, danh muc 10-3 va danh muc 10-4 dugc néu lan lugng trong
Bang 10-1, Bang 10-2, Bang 10-3 va Bang 10-4. Trong mdi nhém, céc chiét xuét thu
duogc tir cac ché phém thao dugc chira 16n hon 3 hodc 4 loai thuc vét dugc théy c6 muc
{rc ché su phéat trién sinh vét phu du hodc trc ché tao mang sinh hoc (hodc uc ché ca hai)
16n hon mot hdn hop bat ky chi chira 3 hodc 4 loai thyc vat,

Danh muc 10-1: Chiét xuét tir cac ché phém thao dirqc chtra 2 loai thuc vat trong
s6 3 loai thuc vat: Filipendula ulmaria (PA13), Camellia sinensis (PA21) va it nhét mot
trong s6 3 loai thuc vat: Eugenia caryophyllus (PC20), Vitis vinifera var. tinctorial
(PA22), Desmodium adscendens (PB07):

M[03P]-050: PA13; PA21; PC20;
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M[03P]-053: PA13; PA21; PBO7;
MJ[03P]-056: PA13; PA21; PA22; ,
M[20C]-2808: PA11; PA12; PA13; PA13; PA18; PA21; PA23; PA24; PA28,;
PAG69:; PB07; PB88; PC23; PC24; PC49; PC52; PC55 (2 thia); PC60; PCI7;
M[20C]-2820: PA10; PA11 (2 thia); PA12; PA13; PA14; PAIS; PA20; PA21;
PA25; PA29; PA33; PA35; PA67; PA75; PB07; PB60; PC33; PC35; PC55 ;
M[20C]-2821: PA11; PA13(2 thia);PA19; PA20; PA21; PA22; PA25; PA29;
PA33; PA35; PA75; PB07; PB36; PC20; PC33 (2 thia); PC49; PC55; PCI7;
M[20C]-2826: PA11; PA13 (2 thia);PA20; PA21; PA24; PA25; PA29; PA33;
PA34; PA35; PA52; PA70; PA75; PB07; PC11; PC21; PC33; PC37; PC74;
M[20C]-2827: PA10; PA11; PA13 (2 thia);PA20; PA21; PA25; PA26; PA29;
PA33; PA35; PA57; PA75; PB02; PB07; PB28; PC11; PC23; PC33; PC49;
M[20C]-2830: PA10; PA11; PA12; PA13; PA14; PA18; PA21; PA22; PA2S;
PA29; PA32; PA34; PA67; PB07; PB60; PB88; PC33; PC35; PCS5; PCI8;
M[20C]-2831: PA13; PA13; PA19; PA21; PA22; PA22; PA25; PA29; PA32;
PA34; PB07; PB36; PB88; PC20; PC33; PC33; PC49; PC55; PCI7; PCI8;
M[20C]-2833: PA10; PA11; PA13; PAl4; PA21; PA22; PA24; PA25; PA26;
PA29: PA32; PA34; PB33; PB88; PB88; PC12; PC23; PC27; PC33; PCI8;
M[20C]-2836: PA13; PA13; PA21; PA22; PA24; PA25; PA29; PA32; PA34;
PA34: PA52; PA70; PB07; PB88; PC11; PC21; PC33; PC37; PC74; PC98;
M][20C]-2837: PAlO;. PA13 (2 thia); PA21; PA22; PA25; PA26; PA29; PA32;
PA34; PAS57; PB02; PB07; PB28; PB88; PC11; PC23; PC33; PC49; PC98;
M[20C]-2838: PA12; PA13 (2 thia); PA18; PA21; PA21; PA22; PA24; PA25;
PA29; PA32; PA34; PB88; PC23; PC33; PC49; PC52; PC55; PC97; PCI8;
M[20C]-2839: PA13 (2 thia);PA14; PA21; PA22; PA25; PA25; PA26; PA29;
PA32; PA34; PA39; PAS2; PAS7; PB33; PB88; PC33; PC71; PC97; PCI8;
M[20C]-2858: PA12; PA13; PA18; PA20; PA21; PA23; PA24; PA24; PAGT;
PB07; PB28; PB33; PC12; PC20; PC21; PC23; PC49; PC52; PC55; PC97;
M[20C]-2861: PA13; PA19; PA21; PA22 (2 thia);PB07; PB28; PB36; PB60;
PC11; PC20; PC20; PC23; PC33; PC49; PC55 (2 thia); PC60; PC74; PC97;
M[20C]-2866: PA13; PA21; PA22; PA24; PA34; PAS2; PA70; PBO7; PB28;
PB60; PC11 (2 thia); PC20; PC21; PC23; PC37; PC55; PC60; PC74 (2 thia);
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M[20C]-2867: PA10; PA13; PA21; PA22; PA26; PA57; PB02; PB07; PB28;
PB28: PB60; PC11 (2 thia); PC20; PC23; PC23; PC49; PC55; PC60; PC74;

M[20C]-2868: PA12; PA13; PA18; PA21; PA21; PA22; PA24; PB28; PB60;
PC11; PC20; PC23 (2 thia); PC49; PC52; PC55 (2 thia); PC60; PC74; PCI7;

M[20C]-2869: PA13; PA14; PA21; PA22; PA25; PA26; PA39; PAS2; PAST;
PB28: PB33; PB60; PC11; PC20; PC23; PC55; PC60; PC71; PC74; PCI7;

M[20C]-2871: PA10; PA11; PA13; PA19; PA21; PA22; PA35; PA5T; PBO7;
PB07; PB36; PB77; PC20 (2 thia);PC23; PC33; PC49; PC55; PC71; PCI7;

M[20C]-2876: PA10; PA11; PA13; PA21; PA24; PA34; PA35; PAS2; PAST;
PA70; PB07 (2 thia); PB77; PC11; PC20; PC21; PC23; PC37; PC71; PCT74;

M[20C]-2877: PA10; PA10; PA11; PA13; PA21; PA26; PA35; PAST; PAST;
PB02; PB07; PB28; PB77; PC11; PC20; PC23 (2 thia); PC49; PC71;

M[20C]-2878: PA10; PA11; PA12; PA13; PA18; PA21; PA21; PA24; PA3S;
PA57; PB07; PB77; PC20; PC23; PC23; PC49; PC52; PC55; PC71; PCI7;

M[20C]-2879: PA10; PA11; PA13; PA14; PA21; PA25; PA26; PA35; PA39;
PA52; PAS7 (2 thia); PB07; PB33; PB77; PC20; PC23; PC71 (2 thia); PC97;

M[20C]-2889: PA10; PA12; PA13; PA14; PA18; PA21; PA26; PA26; PA2S;
PA29: PA33; PA39;PA75; PB36; PC20; PC52; PC55 (2 thia); PC60;

M[20C]-2894: PA11 (2 thia); PA13; PA21; PA28; PA39; PA39; PAT0; PB02;
PB02; PB07; PB99 (2 thia); PC14; PC20; PC49; PC71; PC97; PC98,;

M[20C]-2944: PA10; PA11 (2 thia); PA13; PA14; PA21; PA28; PA39; PAT0;
PB02; PB07; PB27; PB99; PC11; PC20; PC23; PC67; PC71; PC97; PC98;

M[20C]-2954: PA11; PA12; PA13; PAl4; PA21; PA23; PA28; PA33; PA39;
PA70; PB0O1; PB02; PB07; PB99; PC20; PC27; PC52; PC71; PC97; PCI8.

Bang 10-1: Hiéu qua trung binh ctia ty 18 phan tram trc ché sy phét trién sinh vat
phu du va ty 1€ phin trim Gc ché tao mang sinh hoc hiéu qua trén 6 ching
Staphylococcus aureus da thir nghiém cua mau thir da xir ly dua trén chiét xuét cia danh

muc 10-1 & mac pha loadng 1:20

Uc ché [Uc ché tao Ucché  |[Uc ché tao
phat  mang sinh phat trién mang sinh
trién  |hoc sinh vat  |hoc
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sinh vat | phu du

phu du
M[03C]-050 #1% Bl1% M[20C]-2858 [58% 32%
M[03C]-053 B7% R3% IM[20C]-2861 [58% 31%
M[03C]-056 B4% PR1% M[20C]-2866 [57% 43%
M[20C]-2808 66%  B0% IM[20C]-2867 62% 32%
M[20C]-2820 54% R27% M[20C]-2868 [74% 36%
M[20C]-2821 [53% 4% M[20C]-2869 [85% 45%
M[20C]-2826 [56%  125% M[20C]-2871 63% 26%
M[20C]-2827 51%  26% IM[20C]-2876 66% 28%
M[20C]-2830 [56%  B7% M[20C]-2877 R1% 43%
M[20C]-2831 64% B1% M[20C]-2878 65% 28%
M[20C]-2833 80% B9% M[20C]-2879 [58% 28%
M[20C]-2836 [59% R25% M[20C]-2889 62% 41%
M[20C]-2837 [58%  [25% M[20C]-2894 55% 29%
MJ[20C]-2838 [70%  30% M[20C]-2944 68% 16%
M[20C]-2839 56%  B0% M[20C]-2954 [75% 7%

Danh muc 10-2: Chiét xut tir cac ché phﬁm thao duoc chira Filipendula ulmaria
(PA13), Arctostaphylos uva-ursi (PB12) va it nhit mot trong sb 3 loai thuc vat: Eugenia
caryophyllus (PC20), Vitis vinifera var. tinctoria (PA22), Desmodium adscendens
(PBO7):

M[03C]-051: PA13; PB12; PC20;

M[03C]-054: PA13; PB12; PBO7;

M[03C]-057: PA13; PB12; PA22,;

M[20C]-2083:PA02; PA13; PA28 (2 thia); PA31; PA36; PA40; PA79; PA93;
PBO1; PB12; PB17; PB18; PB31; PB51; PB77; PC20; PC58; PC64; PC66;

M[20C]-2084:PA13; PA28; PA31; PA36; PA6L; PA76; PAT6; PAT9; PA82;
PBO01; PB10; PB12; PB17,; PB31; PB57; PC20; PC36; PC41; PC64; PC66;

M[20C]-2085:PA12; PA13; PA14; PA28; PA30;- PA31; PA36; PA79; PAY4,;
PB00; PBO1; PB08; PB12; PB17; PB31; PC02; PC14; PC20; PC64; PC66;

M[20C]-2090:PA08; PA13; PA20; PA23; PA26; PA32; PA46; PAS2; PAST;
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PA79; PA95; PB10; PB12; PB33; PB76; PB82; PC08; PC20; PC21; PD0O;
M[20C]-2091:PA08; PA13; PA26; PA52; PAS7; PA72; PAT9; PA8S; PA92;
PA95;PB12;PB60;PB76;PB83;PCOS;PCll;PCZO;PC26;PC68;PDOO;
M[20C]-2092:PA08; PA13; PA17; PA26; PAS2; PAS3; PA5T; PATY; PA9S;
PB06; PB12; PB50; PB76; PC08; PC20; PC20; PC27; PC97; PD00; PD02;
M[20C]-2100:PA13; PA20; PA23; PA32; PA41; PA46; PAS3; PAT9; PASO;
PA90; PB08; PB10; PB12; PB33; PB82; PB85; PC20; PC21; PC28; PC75;
M[20C]-2102:PA13; PA17; PA41; PA53; PA53; PA79; PA80; PAYO; PBO06;
PB0S; PB12; PB50; PB85; PC20; PC20; PC27; PC28; PC75; PC97; PD02;
M[20C]-2104:PA13; PA41; PA53; PA61; PA76; PAT6; PAT9; PASO; PA82;
PA90; PB0S; PB10; PB12; PB57; PB85; PC20; PC28; PC36; PC41; PCT75;
M[20C]-2105:PA12; PA13; PA14; PA30; PA41; PAS3; PA79; PA80; PA9O;
PA94; PB00; PB08; PB0S; PB12; PB85; PC02; PC14; PC20; PC28; PCT5;
M[20C]-2110:PA00; PA10; PA13; PA20; PA23; PA25; PA30; PA32; PA46;
PAS2; PA79; PB05; PB10; PB12; PB33; PB82; PCO1; PC20; PC21; PDO7;
M[20C]-2111:PA00; PA10; PA13; PA25; PA30; PAS2; PA72; PAT9; PASS;
PA92; PB05; PB12; PB60; PB83; PCO1; PC11; PC20; PC26; PC68; PDO7;
M[20C]-2120:PA11; PA13; PA16; PA20; PA23; PA32; PA44; PA46; PA6O;
PA67; PA73; PA79; PB10; PB12; PB33; PB48; PB82; PC17; PC20; PC21;
M[20C]-2122:PA11; PA13; PA16; PA17; PA44; PAS3; PA60; PA6T; PAT3;
PA79; PB06; PB12; PB48; PB50; PC17; PC20; PC20; PC27; PC97; PD02;
M][20C]-2131:PAOS; .PA13; PA18; PA37; PAS55; PA72; PA72; PAT9; PARS,;
PA92; PA97; PB04; PB12; PB60; PB83; PC11; PC20; PC26; PC35; PC68;
M[20C]-2135:PA05; PA12; PA13; PA14; PA18; PA30; PA37; PAS5; PAT2;
PA79: PA94: PA97; PB00; PB04; PB0S; PB12; PC02; PC14; PC20; PC35;
M[20C]-2137:PA05; PA13; PA18; PA27; PA37; PA46; PASS; PAT72; PATY;
PA82; PA97; PB00; PB04; PB11; PB12; PC20; PC35; PC45; PC52; PC67,;
M[20C]-2140:PA13; PA14; PA20; PA23; PA32; PA37; PA46; PAT9; PA8S;
PB10; PB12; PB33; PB49; PB82; PB98; PC20; PC21; PC55; PC62; PCI8;
M[20C]-2141:PA13; PA14; PA37; PA72; PAT9; PA8S5; PARS; PA92; PBI12;
PB49; PB60; PB83; PB98; PC11; PC20; PC26; PC55; PC62; PC68; PCI8;
M[20C]-2142:PA13; PA14; PA17; PA37; PA53; PA79; PA8S; PB06; PB12;
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PB49: PB50; PB98; PC20; PC20; PC27; PC55; PC62; PC97; PC98; PD02;
M[20C]-2143:PA02; PA13; PA14; PA28; PA37; PA40; PAT79; PA85; PA93;
PB12; PB18; PB49; PB51; PB77; PB98; PC20; PC55; PC58; PC62; PCI8;
M[20C]-2144:PA13; PA14; PA37; PA61; PAT6; PAT6; PAT9; PA82; PA8S;
PB10; PB12; PB49; PB57; PB98; PC20; PC36; PC41; PC55; PC62; PCI8;
M[20C]-2150:PA13; PA20; PA23; PA31; PA32; PA46; PA60; PAT4; PATY;
PB03; PB10; PB12; PB33; PB82; PC20; PC21; PC29; PC37; PC60; PCR6;
M[20C]-2151:PA13; PA31; PA60; PAT72; PA74; PA79; PAR8; PA92; PBO3;
PB12; PB60; PB83; PC11; PC20; PC26; PC29; PC37; PC60; PC68; PC86;
M[20C]-2152:PA13; PA17; PA31; PA53; PA60; PA74; PA79; PB03; PB0O;
PB12; PB50; PC20; PC20; PC27; PC29; PC37; PC60; PC86; PC97; PD02;
M[20C]-2153:PA02; PA13; PA28; PA31; PA40; PA6O; PA74; PAT9; PA93;
PB03; PB12; PB18; PB51; PB77; PC20; PC29; PC37; PC58; PC60; PC86;
M[20C]-2154:PA13; PA31; PA60; PA61; PA74; PA76; PAT6; PAT9; PA82;
PB03: PB10; PB12; PB57; PC20; PC29; PC36; PC37; PC41; PC60; PC86;
M[20C]-2155:PA12; .PA13; PA14; PA30; PA31; PA60; PA74; PAT9; PA94,
PB00; PB03; PB08; PB12; PC02; PC14; PC20; PC29; PC37; PC60; PC86;
M[20C]-2163:PA06; PA13; PA17; PA20; PA23; PAT72; PA79; PA80; PA92;
PBO1; PB03; PB10; PB12; PB33; PB57; PB82; PC20; PC62; PC86; PCI7;
M[20C]-2164:PA13; PA17; PA20; PA41; PA79; PA80; PA86; PA92; PBO3;
PB10; PB12; PC20; PC26; PC27; PC29; PC55; PC60; PC62; PC86; PCI7;
M[20C]-2214:PA13; PA37; PA41; PAT79; PA86; PB00; PB10; PB12; PB49;
PB82; PC20; PC26; PC27; PC29; PC55; PC60; PC62; PC66; PC86;
M[20C]-2234:PA13; PA41; PA79; PA85; PA86; PB12; PB31; PB50; PB77;
PC14; PC20; PC26;PC27; PC29; PC55; PC55; PC60; PC62; PCI8;
M[20C]-2241:PA10; PA13; PA14; PA23; PA36; PA37; PA46; PAT9; PBOO;
PB10; PB11; PB12; PB17; PB57; PC20; PC27; PC29; PC37; PC64; PC68;
M[20C]-2242:PA13; PA14; PA17; PA23; PA36; PA37; PA60; PA61; PAT6;
PA79; PA82; PB00; PB06; PB12; PB49; PC20; PC27; PC29; PC68; PC98;
M[20C]-2243:PA13; PA14; PA23; PA36; PA37; PAS2; PAS3; PAT3; PATY;
PA92; PB00; PBO1; PB12; PB18; PB60; PC20; PC20; PC27; PC29; PC68;
M[20C]-2248:PA13; PA14 (2 thia); PA23; PA25; PA36; PA36; PA37; PA46;
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PA79; PA85; PB00; PB12; PC02; PC20; PC27; PC29; PC29; PC55; PC68;
hﬂQOC}224QPAlO?PAl3;PAl4;PA23;PA36;PA37;PA53;PA74;PA7%
PA92; PB00; PB12; PC20; PC27; PC29; PC62; PC67; PC68; PCR6; PCIT;
M[20C]-2250:PA13; PA23; PA37; PA76; PA79; PB10; PB12; PB33; PB50;
PB82; PB82; PB85; PB98; PCO1; PC11; PC20; PC45; PC55; PC60; PD02;
M[20C]-2253:PA13; PA37; PA52; PA53; PA73; PAT9; PA92; PBOL; PB10;
PB12; PB18; PB33; PB50; PB60; PB82; PB85; PC01; PC20; PC20; PC45;
NﬂZOC}Z2&kPA11;PA13;PA17;PA27;PA37;PA79;PBOO;PB10;PB1%
PB33; PB50; PB82; PB83; PB85; PB92; PB98; PCO1; PC20; PC27; PC45;
M[20C]-2255:PA13; PA36; PA37; PAS3; PA72; PA79; PA80; PB03; PBIO;
PB12; PB33; PB49; PB50; PB82; PB82; PB85; PCO1; PC20; PC45; PC68:
M[20C]-2256:PA13; PA23; PA37; PAS3; PA61; PA79; PA8S; PB10; PB1Z;
PB33: PB50; PB60; PB82; PB85; PCO1; PC11; PC20; PC29; PC45; PD02;
M[20C]-2257:PA13; PA37; PA37; PAGO; PA72; PA79; PB10; PB12; PB33;
PB49: PB50; PB82; PB85; PC01; PC08; PC20; PC45; PC68; PCI8; PD02;
M[20C]-2258:PA13; PA14; PA25; PA36; PA37; PA46; PAT9; PASS; PB10;
PB12; PB33; PB50; PB82; PB85; PCO1; PC02; PC20; PC29; PC45; PCS5;
M[20C]-2259:PA10; PA13; PA37; PA53; PA74; PA79; PA92; PB10; PB12;
PB33: PB50; PB82; PB85; PCO1; PC20; PC45; PC62; PC67; PC86; PCI7;
M[20C]-2261:PA10; PA13; PA23; PA36; PA37; PA46; PAS3; PAT3; PATY;
PA97;PBlO;PBll;PBlZ;PB17;PB57;PC20;PC26;PC29;PC37;PC64;
hﬂZOC}227&PAJO;PA13;PA14;PA25;PA28;PA30;PA36;PA37;PA4h
PA46:; PAT79; PA8S5; PB12; PB50; PB60; PC02; PC20; PC29; PCS5; PC66;
M[20C]-2281:PA10; PA13; PA17; PA46; PAS2; PAT9; PA82; PA92; PAJG;
PB10; PB11; PB12; PB17; PB57; PB98; PC20; PC36; PC37; PC64; PC86;
M[20C]-2321:PA13; PA46; PAS3; PA79; PA82; PA92; PB03; PB10; PBI1I;
PB12; PB83; PB85; PC20; PC20; PC21; PC55; PC60; PC86; PC97; PD02;
M[20C]-2406:PA13; PA37; PA46; PAS53; PAT79; PA8S; PBO1; PBO5; PBI0;
PB11; PB12; PB17; PB49; PB98; PC20; PC36; PC37; PC45; PC58; PC67;
M[20C]-2420:PA10; PA13; PA14; PA36; PA46; PA79; PB10; PB10; PBI11;
PB11; PB12; PB17; PB17; PB33; PB82; PC20; PC54; PC55; PC68; PCI8;
M[20C]-2441:PA00; PA13; PA14; PA17; PA17; PA37; PA37; PA46; PAT4;
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PA79; PB00; PB03; PB10; PB12; PB49; PC08; PC20; PC35; PC62; PC86;
M[20C]-2443:PA00; PA13; PA14; PAL14; PA17; PA36; PA3T; PA79; PBOO;
PBO1; PB10; PB12; PC02; PC08; PC11; PC20; PC29; PC62; PC67; PC86;
M[20C]-2449:PA00; PA13; PA14; PA17; PA36; PA37; PA6O; PA79; PARS;
PB00; PB10; PB12; PB82; PB98; PC08; PC20; PC29; PC62; PC86; PCI8;
M[20C]-2451:PA10; PA13; PA17; PA23; PA37; PA46; PAT4; PA76; PAT9;
PB00:; PB03; PB08; PB10; PB12; PB49; PB49; PC20; PC35; PC97; PC98;
M[20C]-2460:PA08; PA13; PA14; PA36; PA36; PA46; PAT9; PBIO; PB11;
PB12; PB17; PB17; PB98; PC20; PC36; PC54; PC62; PC68; PCO8; PCBO;
M[20C]-2488:PA10; PA13; PA37; PA46; PAS3; PAT74; PATY; PA82; PBO0O;
PB00; PB12; PB49; PC20; PC29; PC37; PC45; PC54; PC74; PC86; PCI8;
M[20C]-2545:PA00; PA08; PA10; PA13; PA46; PA73; PAT6; PATY; PA90;
PBO01; PB08; PB10; PB12; PB17; PB33; PB33; PC20; PC55; PC68; PD02;
M[20C]-2551:PA13; PA14; PA16; PA27; PA36; PAT9; PA82; PA9Z; PA9S;
PB10; PB12; PB57; PB8&5; PCI 1; PC20; PC29; PC29; PC54; PC64; PCI8;
M[20C]-2553:PA13; PA16; PA23; PAGO; PA79; PA8R2; PA9S5; PBOO; PB10;
PB10; PB12; PB33; PB49; PB50; PB85; PC02; PC11; PC20; PC29; PC98;
M[20C]-2555:PA00; PA10; PA13; PA16; PA79; PA82; PA90; PA9S; PBO08;
PB10; PB10; PB12; PB33; PB85; PC11; PC20; PC29; PC68; PC98; PD02;
M[20C]-2580:PA10; PA13; PA25; PA37; PA40; PA46; PA79; PB11; PBI2;
PB33; PB49; PB82; PB85; PB98; PC20; PC29; PC29; PC36; PC45; PCIT;
M[20C]-2589:PA13; PA14; PA17; PA40; PA46; PA79; PA80; PB11; PB12;
PB33: PB49; PB85; PB98; PC20; PC26; PC29; PC37; PC86; PC97; PD02;
M[20C]-2622:PA13; PA25; PA36; PA36; PA37; PA46; PA46; PAT9; PA82;
PB12; PB49; PB82; PC20; PC20; PC54; PC55; PC64; PC68; PC86; PCI8;
M[20C]-2627:PA13; PA14; PA36; PA46; PAT6; PAT9; PASO; PAYG; PB12;
PB49; PB49; PC20; PC20; PC45; PC54; PC55; PC64; PC97; PC98; PCI8;
M[20C]-2641:PA05; PA13; PA16; PA27; PA36; PA37; PA4l; PAT9; PA96;
PB05; PB10; PB12; PB82; PB85; PB98; PC11; PC20; PC54; PC68; PD02;
M[20C]-2651:PA13; PA36; PA41; PA46; PAT9; PA92; PB00; PBOIL; PBOS;
PB12; PB33; PB82; PB82; PB85; PB98; PC20; PC54; PC55; PC86; PD02;
M[20C]-2654:PA13; PA36; PA46; PAT9; PA92; PB00; PB00; PBOL; PBOS;
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PB11; PB12; PB33; PB82; PCO1; PC20; PC55; PC55; PC64; PC86; PCR6;
M[20C]-2717:PA13; PA14; PA46; PA79; PB00; PB10; PB12; PB49; PB50;
PB77; PB85; PB85; PC02; PC20; PC29; PC64; PC64; PC68; PCI8; PDO2;
M[20C]-2728:PA05; PA13; PA16; PA30; PA46; PA60; PAGL; PA79; PARS;
PB04; PB10; PB12; PB49; PB82; PB82; PB85; PB98; PC11; PC20; PC37;
M[20C]-2730:PA13; PA36; PA37; PA46; PA61; PAT79; PA82; PA8S5; PBOO;
PB12; PB17; PB33; PB82; PB85; PCO1; PC02; PC20; PC29; PC64; PCI8;
M[20C]-2738:PA05; PA13; PA37; PA46; PA6L; PA61; PAT9; PA85; PBIO;
PB12; PB82; PB82; PB85; PB85; PB98; PC02; PC20; PC29; PC37; PC64;
hﬂZOC}278&PAOO;PAOS;PA13;PA27;PA46;PA61;PA79;PA82;PBO&
PB10; PB12; PB82; PB85; PB85; PB98; PC20; PC37; PC37; PC58; PCI7;
M[20C]-2805:PA11; PA13; PA13; PA14; PA22; PA23; PA28; PA33; PA3S;
PA69; PB07; PB12; PB38; PB&S; PB88; PC20; PC24; PC55; PC55; PC60;
M[20C]-2812:PA11; PA11; PA13; PA20; PA23; PA29; PA30; PA83; PA9S;
PB02; PB12; PB27; PB38; PC11; PC11; PC20; PC23; PC37; PC51; PC60;
M[20C]-2815:PA11; PA13; PA14; PA22; PA23; PA29; PA33; PA35; PA9S;
PB02:; PB12; PB27; PB38; PB38; PB88; PC11; PC20; PC23; PC37; PC55;
M[20C]-2840:PA10; PA11; PA12 (2 thia); PA13; PA14; PA18; PA28; PA33;
PA67; PA67; PB07 (2 thia);PB12; PB60; PC23; PC35; PC37; PC55; PC67;
M[20C]-2841:PA12; PA13 (2 thia); PA19; PA22; PA28; PA33; PA67; PBO7 (2
thia);PB12; PB36; PC20; PC23; PC33; PC37; PC49; PC55; PC67; PCIT7;
M[20C]-2842:PA11; PA12; PA13 (2 thia); PA20; PA28; PA30; PA33; PA6T;
PAS83; PB07; PB12 (2 thia);PC11; PC20; PC23; PC37; PC51; PC60; PC67;
M[20C]-2843:PA10; PA11; PA12; PA13; PAl4; PA24; PA26; PA28; PA33;
PA67; PB07; PB12; PB33; PB8S; PC12; PC23; PC23; PC27; PC37; PC67;
M[20C]-2844:PA12; PA13; PA13; PAL5; PA18; PA20; PA28; PA32; PA33;
PA67 (2 thia); PB07; PB12; PB12; PC20; PC23; PC37; PC49; PC55; PC67;
M[20C]-2845:PA12; PA13 (2 thia); PA14; PA22; PA28; PA33; PA33; PA35;
PA67; PB0O7; PB12 (2 thia);PB38; PB88; PC20; PC23; PC37; PC55; PC67;
M[20C]-2847:PA10; PA12; PA13 (2 thia); PA26; PA28; PA33; PAS5T; PA6T;
PB02; PB07; PB07; PB12; PB28; PC11; PC23; PC23; PC37; PC49; PC67;
M[20C]-2849:PA12; PA13 (2 thia); PA14; PA25; PA26; PA28; PA33; PA39;

-131-



37249

PA52; PA57: PA67; PB07; PB12; PB33; PC23; PC37; PC67; PC71; PC97;
M[20C]-2852:PA11; PA13; PA20 (2 thia); PA23; PA24; PA30; PA67; PA83;
PB07; PB12; PB28; PB33; PC11; PC12; PC20; PC20; PC21; PC51; PC60;
M[20C]-2854:PA13; PA15; PA18; PA20 (2 thia); PA23; PA24; PA32; PA67 (2
thia); PBO7; PB12; PB28; PB33; PC12; PC20 (2 thia); PC21; PC49; PC55;
M[20C]-2855:PA13; PA14; PA20; PA22; PA23; PA24; PA33; PA35; PA6T;
PB07; PB12; PB28; PB33; PB38; PB88; PC12; PC20; PC21; PC55;
M[20C]-2893:PA00; PA06; PA11; PA12; PA13; PA23; PA26; PA28; PA33;
PA39; PB02; PB07 (2 thia);PB12; PB99; PC14; PC20; PC49; PC98; PD02;
M[20C]-2897:PA11 (2 thia); PA13; PA14; PA24; PA29; PA39; PAR3; PBO2;
PB07; PB12; PB60; PB99; PC11; PC14; PC20; PC20; PC49; PC51; PC98;
M[20C]-2930:PA11; PA13; PA14; PA23; PA26; PA28; PA33; PA35; PA83;
PB12; PB28; PB33; PB38; PB77; PB88; PC20; PC23; PC37; PC60; PC60;
M[20C]-2933:PA00; PA06; PA11; PA12; PA13; PA14; PA23; PA26; PA28 (2
thia); PA33; PA33; PB07; PB12; PB12; PB28; PB38; PB77; PC60; PDO2;
M[20C]-2935:PA10; PA11; PA13; PA14; PA28; PA29; PA33; PAS7; PAGT;
PB07; PB12; PB28 (2 thia); PB38; PB77; PB77; PC11; PC20; PC52; PC60;
M[20C]-2936:PA11 (2 thia); PA13; PA14; PA18; PA28; PA33; PA57; PAGT;
PB02; PB12; PB28; PB38 (2 thia); PC11; PC20; PC27; PC52; PC60;
M[20C]-2937:PA11; PA11; PA13; PA14 (3 thia); PA28; PA29; PA33; PA83;
PB12 (2 thia); PB28; PB38; PB60; PB77; PC11; PC20; PC51; PC60;
M[20C]-2939:PA10; PA11; PA12; PA13 (2 thia); PA14; PA18; PA26; PA28;
PA33 (2 thia); PA39; PB12; PB28; PB38; PB77; PC20; PC52; PCS55; PC60;
M[20C]-2943:PA00; PA06; PA10; PAL1; PA12; PA13; PA14; PA23; PA26;
PA28: PA33; PB07 (2 thia);PB12; PB27; PC11; PC20; PC23; PC67; PD02;
M[20C]-2947:PA10; PA11 (2 thia); PA13; PA14 (2 thia); PA24; PA29; PA83;
PB07; PB12; PB27; PB60; PC11 (2 thia); PC20 (2 thia); PC23; PC51; PC67;
M[20C]-2953:PA00; PA06; PA12 (2 thia); PA13; PA14; PA23 (2 thia); PA26;
PA28; PA33 (2 thia); PBO1; PB07 (2 thia); PB12; PC20; PC27; PC52; PD02;
M[20C]-2957:PA11; PA12; PA13; PA14 (2 thia); PA23; PA24; PA29; PA33;
PA83; PBO1; PB07; PB12; PB60; PC11; PC20 (2 thia); PC27; PC51; PC52.
Béang 10-2: Hiéu qua trung binh cua ty 1€ phan trim trc ché su phat trién sinh vat phu du
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va ty 16 phéan tram e ché tao mang sinh hoc trén 6 chung Staphylococcus aureus da thi
nghiém cua mau thir d3 xir ly dua trén su két hop cua danh muc 10-2 & mirc pha lodng

1:20

-133-

Ucché |, , Uc ché , ,
. [Uc ché . [Uc ché tao

phét trién {20 ming phat trién nang sinh

sinh vat sinh vat

phu du einh hoc phu du poc
M[03C]-051 B7% 24% M[20C]-2321 [55% 30%
M[03C]-054 B0% 13% M][20C]-2406 [58% 31%
M[03C]-057 R7% 22% M[20C]-2420 [55% 34%
M[20C]-2083 [84% 55% M[20C]-2441 52% 36%
M[20C]-2084 [72% 40% IM[20C]-2443 58% 33%
M[20C]-2085 [70% 45% M[20C]-2449 55% 32%
M[20C]-2090 [57% 46% M][20C]-2451 53% 28%
M[20C]-2091 66% 35% M[20C]-2460 54% 37%
M[20C]-2092 [71% 43% M[20C]-2488 [54% 27%
M[20C]-2100 56% 40% M[20C]-2545 52% 29%
M[20C]-2102 53% 41% M[20C]-2551 52% 29%
M[20C]-2104 60% 43% M[20C]-2553 52% 27%
M[20C]-2105 81% 55% M[20C]-2555 58% 39%
M[20C]-2110 59% 43% IM[20C]-2580 58% A44%
M[20C]-2111 63% 46% M[20C]-2589 56% 35%
M[20C]-2120 66% 28% M[20C]-2622 57% 40%
M[20C]-2122 [72% 37% M[20C]-2627 58% 39%
M[20C]-2131 54% 37% M[20C]-2641 53% 36%
M[20C]-2135 59% 40% M[20C]-2651 |53% 33%
M[20C]-2137 [78% 50% M[20C]-2654 53% 35%
M[20C]-2140 60% 35% M[20C]-2717 55% 30%
M[20C]-2141 56% 40% M[20C]-2728 [56% 24%
M[20C]-2142 61% 34% M[20C]-2730 [55% 27%
M[20C]-2143 [77% 37% M[20C]-2738 52% 26%




37249

M[20C]-2144 [74% 39% M[20C]-2788 [56% 25%
M[20C]-2150 65% 27% M[20C]-2805 [71% 25%
M[20C]-2151 |61% 34% M[20C]-2812 [54% 31%
M[20C]-2152 66% 32% M[20C]-2815 [52% 29%
M[20C]-2153 [82% 50% M[20C]-2840 [55% 31%
M[20C]-2154 [67% 26% M[20C]-2841 [51% 31%
M[20C]-2155 63% 32% M[20C]-2842 [53% 35%
M[20C]-2163 61% 40% M[20C]-2843 [58% 34%
M[20C]-2164 [70% 35% M[20C]-2844 [76% 42%
M[20C]-2214 [76% 37% M[20C]-2845 K6% 33%
M[20C]-2234 [56% 31% M[20C]-2847 61% 41%
M[20C]-2241 |60% 40% M[20C]-2849 [76% 32%
M[20C]-2242 59% 33% M[20C]-2852 [17% 32%
M[20C]-2243 63% 38% M[20C]-2854 [57% 7%
M[20C]-2248 [84% 49% M[20C]-2855 166% 35%
M[20C]-2249 63% 36% M[20C]-2893 [61% 37%
M[20C]-2250 [58% 36% M[20C]-2897 166% 36%
M[20C]-2253 [76% 37% M[20C]-2930 81% 52%
M[20C]-2254 [55% 25% M[20C]-2933 160% 32%
M[20C]-2255 60% 29% M[20C]-2935 165% 34%
M[20C]-2256 [58% 30% M[20C]-2936 (68% 141%
M[20C]-2257 59% 25% M[20C]-2937 [78% 41%
M[20C]-2258 [81% 39% M[20C]-2939 [77% 44%
M[20C]-2259 60% 29% M[20C]-2943 [67% 29%
M[20C]-2261 [52% 25% M[20C]-2947 [71% 10%
M[20C]-2278 [53% 25% M[20C]-2953 166% 38%
M[20C]-2281 [56% 26% M[20C]-2957 [71% 45%

Danh muc 10-3: Céc ché phém thao dugc ctia mau thir da xi 1y chia: Camellia
sinensis (PA21), Arctostaphylos uva-ursi (PB12) va it nhét mot trong sb 3 loai thuc vat:
Eugenia caryophyllus (PC20), Vitis vinifera var. tinctorial (PA22), Desmodium
adscendens (PB07):
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M[03C]-052: PA21; PB12; PC20;
M[03C]-055: PA21; PB12; PBO7;
M[03C]-058: PA21; PB12; PA22;
M[20C]-2888: PA14; PA15; PA18; PA21; PA21; PA23; PA26; PA28; PA28;
PA29; PA39; PA57; PA75; PB07; PB12; PB36; PC11; PC55; PC55; PC60;
M[20C]-2913: PA0O; PAO6; PA12; PA21; PA23; PA26; PA26; PA2T; PA28;
PA33; PB07; PB07; PB12 (2 thia); PB33; PC20; PC24; PC41; PC71; PD02;
M[20C]-2918: PA15; PA18; PA21 (2 thia); PA23; PA26; PA2T; PA28; PAST,
PB07 (2 thia); PB12 (2 thia); PB33; PC11; PC20; PC24; PC41; PC55; PCTL;
M[20C]-2920: PA20; PA21; PA23; PA26; PA28; PA35; PA35; PAGT; PAR83;
PB12; PB33; PB88; PC12; PC20; PC23; PC37; PC37; PC60 (2 thia); PC74;
M[20C]-2923: PA0O; PA06; PA12; PA20; PA21; PA23; PA26; PA28 (2 thia);
PA33: PA35; PA67; PB07; PB12 (2 thia); PC12; PC37; PC60; PC74; PD02;
M[20C]-2928: PA15; PA18; PA20; PA21 (2 thia); PA23; PA28 (2 thia); PA35;
PA57;PA67;PBO7;PB12(2thk0;PC11;PC12;PC37;PC55;PC60;PC74;
M[20C]-2887: PA11; PA14; PA14; PA21; PA24; PA26; PA28; PA29 (2 thia);
PA39; PA75; PA83; PB12; PB36; PB60; PC11; PC20; PC51; PCS5; PC60;
M[20C]-2914: PA11; PA21 (2 thia); PA26; PA27; PA28; PA39; PATO0; PB02;
PB07; PB12; PB33; PB99; PC20; PC24; PC41; PC71 (2 thia); PC97; PCI98;
M[20C]-2915: PA10; PA21; PA26; PA27; PA29; PAS7; PA6T; PBO7 (2 thia);
PB12: PB28; PB33; PB77; PC11; PC20 (2 thia); PC24; PC41; PC52; PCT71;
M[20C]-2916: PA11; PA18; PA21; PA26; PA27; PAST; PA67; PB02; PBO7;
PB12; PB33; PB38; PC11; PC20; PC20; PC24; PC27; PC41; PC52; PCT71;
M[20C]-2917: PA11; PA14; PA21; PA24; PA26; PA27; PA29; PA83; PBO07;
PB12 (2 thia); PB33; PB60; PC11; PC20 (2 thia); PC24; PC41; PC51; PC71;
M[20C]-2925: PA10; PA20; PA21; PA28; PA29; PA35; PAST; PAGT (2 thia);
PB07; PB12; PB28; PB77; PC11; PC12; PC20; PC37; PC52; PC60; PC74;
M[20C]-2926: PA11; PA18; PA20; PA21; PA28; PA35; PAST; PA6T (2 thia);
PB02: PB12; PB38; PC11; PC12; PC20; PC27; PC37; PC52; PC60; PC74;
M[20C]-2927: PA11; PA14; PA20; PA21; PA24; PA28; PA29; PA35; PA67,
PAS83: PB12; PB12; PB60; PC11; PC12; PC20; PC37; PC51; PC60; PC74;
M[20C]-2910: PA21; PA23; PA26 (2 thia); PA27; PA35; PA83; PB07; PB12;
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PB33 (2 thia); PB88; PC20 (2 thia); PC23; PC24; PC37; PC41; PC60; PC71.

Bang 10-3: Hiéu qua trung binh ctia ty 1& phan trdm tre ché sy phat trién sinh vét
phu du va ty 1€ phéan trim trc ché tao mang sinh hoc trén 6 chung Staphylococcus aureus
d3 thr nghiém ctia mau thr da xu 1y dua trén su két hop cua danh muc 10-2 & muc pha

loang 1:20.

Ucché |, , Ucché |, ,
. |[Ucché . [Ucché tao
phat trién phat trién _
tao mang mang sinh
sinh vat | sinh vat
sinh hoc hoc
phu du - |phu du
M[03C]-052 [31% 13% M[20C]-2887 46% 8%
M[03C]-055 29% 10% M[20C]-2914 29% 38%
MJ[03C]-058 [31% 18% M[20C]-2915 B0% 35%
M[20C]-2888 [48% 27% M[20C]-2916 39% 10%
M[20C]-2913 |46% 37% M[20C]-2917 #0% 41%
M[20C]-2918 |46% 32% M[20C]-2925 #1% 36%
M[20C]-2920 [54% 30% M[20C]-2926 #7% 36%
M[20C]-2923 |51% 28% M[20C]-2927 K1% A41%
[20C]-2928 46% 32% [20C]-2910 #6% 39%

Danh muc 10-4: Chiét xut tir cac ché pham thao dugc chira: Filipendula ulmaria
(PA13), Camellia sinensis (PA21), Arctostaphylos uva-ursi (PB12) va it nht 1 trong sd
3 loai thuc vat: Eugenia caryophyllus (PC20), Vitis vinifera var. tinctorial (PA22),
Desmodium adscendens (PB07):

M[04C]-025:PA13; PA21; PB12; PC20;

M[04C]-026:PA13; PA21;PB12; PBO7;

M[04C]-027:PA13; PA21; PB12; PA22;

M[20C]-2898:PA11; PA13; PA15; PA18; PA21; PA23; PA28; PA39; PAST;
PB02; PB07 (2 thia); PB07; PB12; PB99; PC11; PC14; PC20; PC49; PC55; PC98;

M[20C]-2900:PA10; PA11; PA13; PA21; PA23; PA25; PA26; PA35; PA6Y;
PAS83; PB12; PB32; PB33; PB88; PC20 (2 thia); PC23; PC37; PC55; PC60;

M[20C]-2903:PA00; PA06; PA10; PALLl; PA12; PA13; PA21; PA23; PA25;
PA26; PA28; PA33; PA69; PB07; PB12 (2 thia); PB32; PC20; PC55; PD02;

M[20C]-2908:PA10; PA11; PA13; PA15; PA18; PA21 (2 thia); PA23; PA25;
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PA28: PA57: PA69; PBO7; PB12 (2 thia); PB32; PC11; PC20; PCS5 (2 thia);
M[20C]-2938:PA11; PA13; PA14; PA15; PA18; PA21; PA23; PA28 (2 thia);
PA33: PAS7: PBO7; PB12 (2 thia); PB28; PB38; PB77; PC11; PC55; PC60;
M[20C]-2948:PA10; PA11; PA13; PA14; PALS; PA18; PA21; PA23; PA2S;
PAS57; PBO7 (2 thia); PB12; PB27; PC11 (2 thia); PC20; PC23; PC55; PC67;
M[20C]-2951:PA12; PA13 (2 thia); PA14; PA21; PA23; PA24; PA33; PA39;
PA67: PBO1: PBO7; PB12; PB77; PC20; PC27; PC33; PC49; PC52; PC60);
M[20C]-2952:PA12; PA13 (2 thia); PA14; PA21; PA23; PA25; PA26; PA33;
PA37: PA67: PBO1; PBO7 (2 thia); PB12; PC20; PC27; PC49; PC52; PCT1;
M[20C]-2958:PA12; PA13; PA14; PA1S; PA18; PA21; PA23 (2 thia); PA28;
PA33: PA57; PBO1; PBO7 (2 thia); PB12; PC11; PC20; PC27; PC52; PC55;
M[20C]-2822:PA11 (2 thia); PA13 (2 thia); PA20 (2 thia); PA21; PA25; PA29;
PA30; PA33: PA35: PA75; PA83; PB12; PC11; PC20; PC33; PC51; PC6O;
M[20C]-2824:PA11; PA13 (2 thia); PA15; PA18; PA20 (2 thia); PA21; PA25;
PA29: PA32; PA33; PA35; PA67; PA75; PB12; PC20; PC33; PC49; PCSS;
M[20C]-2825:PA11; PA13 (2 thia); PA14; PA20; PA21; PA22; PA2S; PA29;
PA33 (2 thia); PA35 (2 thia); PA7S; PB12; PB38; PB88; PC20; PC33; PC55;
M[20C]-2834:PA13 (2 thia); PA1S; PA18; PA20; PA21; PA22; PA2S; PA29;
PA32 (2 thia): PA34; PA67; PB12; PB8S; PC20; PC33; PC49; PC55; PCI8;
M[20C]-2835:PA13 (2 thia); PA14; PA21; PA22 (2 thia); PA25; PA29; PA32;
PA33: PA34; PA35; PB12; PB38; PB88 (2 thia); PC20; PC33; PC55; PC98;
M[20C]-2848:PA12 (2 thia); PA13 (2 thia); PA18; PA21; PA24; PA28; PA33;
PA67: PBO7; PB12; PC23 (2 thia); PC37; PC49; PC52; PC55; PC67; PCIT;
M[20C]-2862:PA11; PA13; PA20; PA21; PA22; PA30; PAS3; PBI2; PB28;
PB60: PC11 (2 thia); PC20 (2 thia); PC23; PC51; PC55; PC60 (2 thia); PC74;
M[20C]-2864:PA13; PA15; PA18; PA20; PA21; PA22; PA32; PAGT7; PB12;
PB28: PB60: PC11; PC20 (2 thia); PC23; PC49; PC55 (2 thia); PC60; PC74;
M[20C]-2865:PA13; PAl4; PA21; PA22 (2 thia); PA33; PA35; PB12; PB28;
PB38; PB60; PB8S; PC11; PC20 (2 thia); PC23; PC55 (2 thia); PC60; PC74;
M[20C]-2872:PA10; PA11 (2 thia); PA13; PA20; PA21; PA30; PA3S; PAST;
PA83: PBO7; PB12; PB77; PC11; PC20 (2 thia); PC23; PC51; PC60; PC71;
M[20C]-2874:PA10; PA11; PA13; PA15; PA18; PA20; PA21; PA32; PA3S;
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PA57: PA67; PB07; PB12; PB77; PC20 (2 thia); PC23; PC49; PC55; PCT1;
M[20C]-2875:A10; A11; A13; Al4; A21; A22; A33; A35; A35; A57; BO7; BI2;
B38: B77; B88; C20 (2 thia); C23; C55; C71;
M[20C]-2882:PA13; PA14; PA21 (2 thia); PA25; PA26 (2 thia); PA28; PA29;
PA37: PA39; PAG7; PATS; PBO7; PB12; PB36; PC49; PC55; PC60; PC71;
M[20C]-2891:PA11; PA13 (2 thia); PA21; PA24; PA39; PA39; PA67; PB02;
PBO7: PB12: PB77; PB99; PC14; PC20; PC33; PC49 (2 thia); PC60; PC98;
M[20C]-2892:PA11; PA13 (2 thia); PA21; PA25; PA26; PA37; PA39; PAGT;
PB02: PB07 (2 thia); PB12; PB99; PC14; PC20; PC49 (2 thia); PC71; PCI8;
M[20C]-2901:PA10; PA11; PA13 (2 thia); PA21 (2 thia); PA24; PA25; PA39;
PA67: PA69: PB12 (2 thia); PB32; PB77; PC20; PC33; PC49; PC55; PC60;
M[20C]-2902:PA10; PA11; PA13 (2 thia); PA21 (2 thia); PA25 (2 thia); PA26;
PA37: PA67; PA69; PBO7; PB12 (2 thia); PB32; PC20; PC49; PC55; PC71;
M[20C]-2904:PA10; PA11 (2 thia); PA13; PA21 (2 thia); PA25; PA28; PA39;
PA69: PA70; PB02; PB12; PB32; PB99; PC20; PC55; PC71; PC97; PCI8;
M[20C]-2905:PA10 (2 thia); PA11; PA13; PA21; PA2S; PA29; PA57; PA6T,
PA69: PBO7: PB12; PB28; PB32; PB77; PC11; PC20 (2 thia); PC52; PC55;
M[20C]-2906:PA10; PA11 (2 thia); PA13; PA18; PA21; PA2S; PAST; PA6T,
PA69: PB02; PB12; PB32; PB38; PC11; PC20 (2 thia); PC27; PC52; PC55;
M[20C]-2907:PA10; PA11 (2 thia); PA13; PA14; PA21; PA24; PA25; PA29;
PA69: PA83: PBI12 (2 thia); PB32; PB60; PC11; PC20 (2 thia); PC51; PCSS5;
M[20C]-2909:A10 (2 thia); A11; A12; A13 (2 thia); A18; A21; A25; A26; A33;
A39: A69; B12; B32; C20 (2 thia); C52; C55 (2 thia);
M[20C]-2911:PA13; PA21 (2 thia); PA24; PA26; PA27; PA39; PA67; PBO7;
PB12 (2 thia); PB33; PB77; PC20; PC24; PC33; PC41; PC49; PC60; PCT1;
M[20C]-2912:PA13; A21 (2 thia); PA25; PA26 (2 thia); PA27; PA37; PA6T;
PB07 (2thia);PB12 (2 thia); PB33; PC20; PC24; PC41; PC49; PC71 (2 thia);
M[20C]-2919:PA10; PA12; PA13; PA18; PA21; PA26 (2 thia); PA27; PA33;
PA39: PBO7; PB12; PB33; PC20 (2 thia); PC24; PC41; PC52; PC55; PCT1;
M[20C]-2922:PA13; PA20; PA21 (2 thia); PA25; PA26; PA28; PA35; PA3T;
PA67 (2 thia); PBO7; PB12 (2 thia); PC12; PC37; PC49; PC60; PCT71; PC74;
M[20C]-2929:PA10; PA12; PA13; PA18; PA20; PA21; PA26; PA28; PA33;
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PA35; PA39; PA67; PB12; PC12; PC20; PC37; PC52; PC55; PC60; PC74;
M[20C]-2932:PA11; PA13 (2 thia); PA14; PA21; PA25; PA26; PA2S; PA33;
PA37; PA67; PBO7; PB12 (2 thia); PB28; PB38; PB77; PC49; PC60; PC71;
M[20C]-2941:PA10; PA11; PA13 (2 thia); PA14; PA21; PA24; PA39; PAGT;
PB07; PB12; PB27; PB77; PC11; PC20; PC23; PC33; PC49; PC60; PC67;
M[20C]-2942:PA10; PA11; PA13 (2 thia); PA14; PA21; PA25; PA26; PA37;
PA67; PBO7 (2 thia); PB12; PB27; PC11; PC20; PC23; PC49; PC67; PCT1;
Béang 10-4: Hiéu qua trung binh cita ty 18 phan trdm &e ché sy phét trién sinh vat
phu du vaty 1€ phan tram trc ché tao mang sinh hoc trén 6 chung Staphylococcus aureus
da tht nghiém cua mau thtr da xir ly dua trén sy két hop ctia danh muyc 10-4 & muc pha

loang 1:20.
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Uc ché , , Uc ché , ,
. [Uc ché . [Uc ché tao
phat trién phét trién '
tao mang mang sinh
sinh vat sinh vat
sinh hoc hoc
phu du phu du
IM[04C]-025 [57% 18% M[20C]-2872 59% 36%
M[04C]-026 #8% 16% M][20C]-2874 [78% 39%
M[04C]-027 HK9% 18% M[20C]-2875 [83% 47%
M[20C]-2898 60% 21% M[20C]-2882 ©61% 28%
M[20C]-2900 [78% 32% M[20C]-2891 [70% 27%
M][20C]-2903 ¥48% 28% M[20C]-2892 [76% 39%
M[20C]-2908 [54% 15% M[20C]-2901 [59% 29%
M[20C]-2938 {70% 26% M][20C]-2902 51% 30%
M[20C]-2948 [56% 22% M[20C]-2904 62% 24%
M][20C]-2951 ¥7% 17% M[20C]-2905 55% 37%
M[20C]-2952 60% 19% M[20C]-2906 [59% 37%
M][20C]-2958 [53% 31% M][20C]-2907 [75% 41%
M[20C]-2822 46% 38% M[20C]-2909 82% 49%
M][20C]-2824 60% 32% M[20C]-2911 [55% 30%
M[20C]-2825 [76% 38% M[20C]-2912 [59% 29%
M[20C]-2834 [55% 27% M[20C]-2919 [75% 48%
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M[20C]-2835 64% 29% M[20C]-2922 63% 32%
M[20C]-2848 [52% 29% M[20C]-2929 [54% 30%
M[20C]-2862 6% 31% M[20C]-2932 [73% 39%
M[20C]-2864 [51% 29% M[20C]-2941 |63% 48%
M[20C]-2865 [56% 43% M[20C]-2942 [56% 34%

Vi du so sénh 4

Duéi dang vi du so sénh, sang ché néu mot sb chiét xut cta cac ché phém thao
dugc chi chira 1 loai thuc vat trong s6 3 loai thuc vat: Filipendula ulmaria (PA13),
Camellia sinensis (PA21), Arctostaphylos uva-ursi (PB12) va chi 1 loai thuc vét trong
6 3 loai thuc vat: Eugenia caryophyllus (PC20), Vitis vinifera var. tinctoria (PA22),
Desmodium adscendens (PB07).

5 ché phém thao dugc c¢6 ham lugng dugc néu trong danh muc 10-5 dugc bao
ché theo phuong phéap 1 dd mo ta ¢ trén.

Danh muc 10-5 chiét xuét tir cac ché phém thao dugc chira cac thuc vat sau

M[20P]-318: PA15; PA21; PA34; PA35; PA82; PA83; PA85; PA92; PA96;
PB03; PB07; PB26; PB30; PB36; PB79; PC11; PC49; PC91; PC92; PD10;

M[20P]-329: PA10; PA28; PA34; PA36; PAS5; PAT2; PA83; PAS8S; PA91;
PB03; PB12; PB16; PB28; PB35; PB49; PB92; PC20; PC23; PC64; PC85;

M[20P]-333: PA04; PAOS; PA13; PAL6; PA22; PA39; PASL; PAS5; PAST;
PA72: PA82: PA92; PA9S; PB05; PB20; PB36; PB43; PB74; PB77; PC37,

M[20P]-362: PA21; PA23; PA25; PA33; PA37; PAS7; PA69; PABL; PA92;
PB16; PB25; PB26; PB28; PB29; PB78; PC20; PC21; PC71; PC83; PD02;

M[20P]-513: PA12; PA14; PA14; PA20; PA20; PA21; PA22; PA33; PA3S;
PA52; PA57; PAG69; PB00; PB32; PB38; PC24; PC37; PC52; PC55; PC67;

Céac ché phém thao dugc chira 20 loai bot thuc vat dugce bao ché theo phuong
phap A da dugc mo ta ¢ trén.

Bit dAu tir cac ché phém thao duoc, cac chiét xuit chira nude (hodc mau thu da
xu 1y) twong Gmg dugc didu ché theo phuong phap B da dugc mo ta & trén bang cach sir
dung 40mL nudc chita sucroza voi ndng do 100g/1 dé chiét bang nudc va bao gdm budc
ling gan trude khi loc.

Hoat tinh sinh hoc ctia m&i mau thtr da xir ly duoc xac dinh theo phuong phap C
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da duoc mo ta & trén bang cach st dung céc ching Staphylococcus aureus sau: ATCC
25923, ATCC 49476, ATCC 6538, ATCC 51740, ATCC 29213 va ATCC 14775, v6i
muc pha lodng cudi 1:20 cuia mau tht da xu ly.

Murc trung binh cua ty 1€ phén trim trc ché su phat trién vi khuén sinh vat phu du
va muc trung binh cua ty 1€ phan trdm trc ché tao mang sinh hoc trén toan bd cac ching
thir nghiém ctia mau thir da xr 1y thu dwgc tr cac ché phdm thao dugc cta danh muc
10-4 duoc thé hién trén Bang 10-5. Mdi ty 1& phan tram 1a gié tri trung binh ctia 2 phép
do ctia cing diéu kién trong hai giéng khac nhau. Ty 18 phan trim &m tinh phéan anh sy
thiic ddy phat trién va sy thic ddy mang sinh hoc, thay vi sy trc ché mong mubn. Pa
nhan thiy ring cic chiét xuét nay tao ra su uc ché rit kém, néu c6 su e ché bat ky khi
so sanh v6i chiét xudt cta vi du 10.

Bang 10-5: Mtrc trung binh cta ty 1€ phan tram e ché su phat trién vi khuén sinh
vat phu du va mire trung binh cta ty 1€ phan trim trc ché tao mang sinh hoc trén toan b
cac chung thtr nghiém cua mau thtr d3 xt ly thu dugce tir cac ché pham thao dugc cua

danh muc 10-4.

Ut ché phat trién sinh vat | , ,
ohi du U’ ché tao mang sinh hoc
M[20C]-318 -10% 0%
M[20C]-329 12% 9%
M[20C]-333 3% 18%
M[20C]-362 22% 3%
M][20C]-513 -21% 21%
Vidull

Vi du nay thé hién hoat tinh khang vi sinh vat d6i voi 14 loai vi khuan khac nhau
duoc mo ta trong Bang 11-1 cua 10 chiét xuét hdn hop thu duge tr cac ché phém thao
dugc duge md ta trong danh muc 11-1 bao gérn it nhit 2 loai thuc vat trong s6 3 loai
thuc vat: Filipendula ulmaria (PA13), Camellia sinensis (PA21), Arctostaphylos uva-
ursi (PB12) va it nhét 1 loai thuc vat trong sb 3 loai thuc vat: Eugenia caryophyllus
(PC20), Vitis vinifera var. tinctorial (PA22), va Desmodium adscendens (PB07).

Bang 11-1: Céc loai vi khuén va chung dugc st dung trong Vi du 11

Tén diy du cia ching \ Ma ‘ Néng do
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ching | ciy (vi
khuén/mL)

Staphylococcus aureus subsp. aureus (MRSA) ATCC®
33592™ ’ B-A49 [2,10%°
Staphylococcus epidermidis ATCC® 14990™ B-A08 [2,10°
Staphylococcus pseudintermedius ATCC® 49444™ B-A09 |2,10°
Candida albicans ATCC® 60193™ B-A61 |2,10%
Escherichia coli ATCC® 11775™ B-A67 [2,10°°
Klebsiella pneumoniae ATCC® 13883™ B-A68 |2,10%°
Listeria innocua ATCC® 33090™ B-A69 |2,10%°
Listeria monocytogenes ATCC® 19115™ B-A70 [2,10°°
Pseudomonas aeruginosa ATCC® 27853™ B-A71 |2,10°7°
Salmonella enterica subsp. enterica serovar Enteritidis
ATCC® 13076™ B-A72 |2,10%°
Salmonella enterica subsp. enterica serovar Typhimurium
ATCC® 13311™ B-A73 [2,10%°
Streptococcus pneumoniae ATCC® 27336™ B-A75 |2,10%°
Streptococcus equi subsp. zooepidemicus ATCC® 43079™ | B-A77 2,105
Streptococcus pyogenes ATCC® BAA-1323™ B-B26 |2,10%°

Danh muc 11-1: Chiét xudt tir cac ché pham thao dugc chua: Filipendula ulmaria
(PA13), Camellia sinensis A(PAZl) va it nhét 1 trong sb 3 loai thuc vat: Eugenia
caryophyllus (PC20), Vitis vinifera var. tinctoria (PA22), Desmodium adscendens
(PB07) st dung trong Vi du-11:

M[20P]-297: PA10; PA11; PA13; PA14; PA20; PA21; PA25; PA26; PA29;
PA33: PA57; PA67; PA69; PB07; PB12; PB60; PC20; PC37; PC49; PC98;

M[20P]-416: PA11; PA13; PA14; PA20; PA21; PA25; PA26; PA28; PA29;
PA67; PA75: PB02; PB12; PB27; PB33; PB60; PB88; PC20; PC49; PC60;

M[20P]-418: PA10; PA11; PA12; PA13; PA21; PA22; PA23; PA24; PA26;
PA39; PB07; PB12; PB38; PC11; PC12; PC20; PC23; PC24; PC49; PCS55;

M[20P]-527: PA10; PA10; PA11; PA13; PAL5; PA20; PA20; PA21; PA23;
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PA26 (3 thia); PA33; PB08; PB12 (2 thia); PB60; PB88; PC12; PC20;

M[20P]-557: PA0O; PA10; PA20; PA21; PA23; PA24; PA29; PAST; PBO7;
PB12 (4 thia); PC11 (2 thia); PC12; PC20; PC51; PCS5; PC67;

M[20P]-573: PA10; PA11; PA13 (3 thia); PA14; PA18; PA21; PA23; PA29;
PA67; PB00; PB07; PB12; PB33; PB77; PC11; PC52; PC60; PC71;

M[20P]-576: PA11 (2 thia); PA12; PA13 (3 thia); PA14 (2 thia); PA20; PA2I;
PA22: PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC37; PC49;

M[19P]-576: PA11 (2 thia); PA12; PA13 (3 thia); PA14 (2 thia); PA20; PA21;
PA22; PA29; PA39; PB12; PB60; PC20; PC26; PC33; PC37 ;

M[5P]-1: PA12; PA13; PA21; PA22; PB12;

M[5P]-2: PA11; PA13; PA21; PA22; PB12;

Déi v6i cac hdn hop M[5P]-1, M[5P]-2 va M[19P]-576, thuc vét kho loai dugc
dung thu dugc tr “Herboristerie Cailleau” (Chemillé, Phap). Déi v6i cac hon hop khac,
thuc vat kho loai duge dung thu duge tir “Pharmacie Fontgiéve” (Clermont-Ferrand,
Phéap, thuc vat PAOO dén PB12) va “Pharmacie St Herem” (Clermont-Ferrand, Phap,
thuc vat PB13 dén PD02).

Tt ca cac ché pham thao duge gdm 20 loai thyc vat dugc bao ché theo phuong
phap A da dugc mo ta ¢ trén.

Bt dAu tir cac ché phdm thao dugc, cac chiét xudt chira nuéce (hodc mau thir da
xu ly) tuong tng dugc didu ché theo phuong phap B da duge mo ta ¢ trén sir dung 40mL
nuée chira sucroza véi ndng do 100g/1 dé chiét bang nudc va bao gdm budc ling gan
trude khi loc.

Céc ché phdm thio dugc M[19P]-576, M[5P]-1 va M[5P]-2 dugc bao ché bang
cach can mdi thao dugc khd nhu duge thé hién trén Bang 11-2

Bang 11-2: Khdi luong ctia thuc vat kho (mg) sir dung trong cac ché pham thao
dugc cia M[19P]-576, M[5P]-1 va M[5P]-2 dugc sir dung trong Vi dy-11

PA11PAI2PAI3PAI4PA20PA21PA22PA29PA39PB12PB60PC20PC26 [PC33 [PC37
M[19P]-
e 409 1145 573 B16 R77 71 1207 B80 207 P47 206 236 198 [187 154
M[5P]-1 003 1574 02371263 2022
M[5P]-2/756 720 1027 577 025

Bit dau tir cac ché pham thao duge, cac chiét xuat chira nude (hodc mau thir da
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Xt ly) twong g dugc didu ché theo phuong phap B da dugc md ta & trén bang cach str

dung 1an lugt 30mL, 40mL va 40mL nudéc khong c6 sucroza 1an lugt véi M[19P]-576,

M][5P]-1 va M[5P]2, dé chiét bang nudc va bao gbm budc ling gan trudce khi loc.

Hoat tinh sinh hoc ctia mdi mau thir da xu ly dugc xac dinh theo phwong phap C

d4 dwoc mo ta & trén bang cach st dung cac ching sau ¢ cic muc pha lodng cudi da thé

hién ciia mAu thi da xi Iy duoc thé hién trén Bang 11-3.

Mirc trung binh cta ty 1€ phan tram Gc ché su phat trién vi khuén sinh vat phi du

duoc thé hién trén Bang 11-3.

Bang 11-3: Ty 16 phén trim trc ché sy phat trién sinh vat phu du trén 14 chung vi

khuén thtr nghiém ctia mau thr da xt ly cua ché phdm duge mo ta trong danh muc 11-

1

M[20C]M[20C]M[20CTM[20C]M[20CIM[20CTM[20CIM[19C]M[5P] M[5P]

297 1416  [418 1527  |-557  p573 576 (576 -] -2
Muc
pha |1:10 |l:10 |1:10 |1:10 |l:10 |i:10 110 1:20 1:20 1:20
loang
B-A49 [100% [100% [100% |100% [100% [100% [100% [100% [100% [100%
B-A08 [100% 99% [100% [100% [100% [(98% [98% [100% [100% [100%
B-A09 [89% 097% 98% 99% [99% |100% [100% [100% [100% [100%
B-A61125% 69% [B6% 45% 51% [55% P0% [ND ND [ND
B-A67 45% [52% 59% 66%  62% [52% 39%  B4%  [55% P38%
B-A68 [100% 97% |100% [100% [100% 94% [92% [100% [100% |100%
B-A69 1% R1% PR1% B8% P0% [30% 1% [38% |100% [38%
B-A7039% 152% [53% [14% [54% [57% [32% 34% |100% {40%
B-A7163% [11% 69% [15% [15% [82% [71% ¥2% |100% |55%
B-A72 47% 53% [39% 63% |58% [58% [32% [39% [62% @#2%
B-A73 59% [59% [59% [11% [72% [58% B2% #42% |100% K5%
B-A75151% [52% 63% [11% 63% [57% P1% ND ND [ND
B-A77 40% 47% 64% 68% [59% [58% 140% [100% [100% (100%
B-B26 [58% 64% [12% [10% [74% @42% P3% |ND ND ND

Luuy: "ND" 1a "khong xéac dinh"
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Vi du nay thé hién hoat tinh khang vi sinh vét cla hdn hop thuc vét trong d6 budc

chiét dugc thuc hién bang dung moi khdng chira nudc nhu axeton, etyl-axetat, etanol,

duge st dung mot minh hodc dudi dang hdn hop hai thanh phan nhu duge thé hién trén

Bang 12-1. Sy so sanh véi nude duge thuc hién.

Bang 12-1: Ché pham cta hon hgp hai thanh phan sir dung trong Vi du 12 dé

chiét khong chtra nudc

Tén Tén Ty 1€ Tén Ty 1€
Ty 1€

dung dung etyl- dung etyl-
axeton

A) |modi hai . B)|mdi hai |axetat C) |moi hai | axetat

voi

thanh thanh voi thanh voi

. etanol . \

phan phéan etanol phéan axeton

AC9ET1(90/10 EA9ET1{90/10 EA9AC1|90/10

ACS8ET2{80/20 - EA8ET2 |80/20 EA8AC2 |80/20

ACTET3|70/30 EA7ET3|70/30 EA7AC3|70/30

AC6ET4 | 60/40 EA6ET4 |60/40 EA6AC4 |60/40

ACS5ETS5 |50/50 EAS5ETS5 |50/50 EA5ACS5(50/50

ACA4ET6 | 40/60 EA4ET6 |40/60 EA4AC6|40/60

AC3ET7/|30/70 EA3ET7|30/70 EA3AC7/|30/70

AC2ETS [20/80 EA2ET8[20/80 EA2ACS8|20/80

ACIET9|10/90 EA1ET9|10/90 EA1AC9|10/90

Hon hop thuc vat khd M[20P]-576 duoc tao theo Bang 12-2 sau va duoc dua vao

lo 500mL va duogc tron k¥ béng cach bung va lic béng tay. Thao dugc kho thu duogc tu

“Herboristerie Cailleau” (Chemillé, Phép), ngoai trit PC49 thu duge tir Siccarapam
(Aubiat, Phap).
Bang 12-2: Danh muc thuc vat kho tao ra M][20P]-576 dugc su dung trong Vi du

PA1

PA1 PA1

PAT1 PA2

PA2

PA2PA2

PA3 PB1

PB6

PC2 PC2

PC3 [PC3

5i29,7

10,5 41,5

22,9119,8

19,9

15,0 27,5
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]

Ddi véi mbi dung moi thir nghiém, 5¢g hdn hop thyc vét kho duge dua vao lo mau

luon

g (g

100ml (Schott, Durc) ¢6 thanh tir va 50ml dung moi dugc b6 sung. Huyén phu long duge
khudy bing b phan khudy tr (RO 15P IKA, Dirc) & toc do tdi da trong 48 gidr & nhiét
do phong. Mdi huyén phi/dung dich dugc loc bdi trong luc bang céach st dung bd loc
gap 250mm (J025106, Prats Dumas, Phap) duoc bd tri trén phéu thiy tinh (Schott, D)
duoc bé tri ban than no trong binh bay hoi. Binh chtra chat 16ng ma di qua bd loc dugc
bé tri trén thiét bi lam bay hoi & chan khong dang quay (Rotavapor® R205 + V800 b
didu khién chan khong, Biichi, Thuy ST) va su bay hoi dugc thuc hién ¢ 35°C véi chan
khong duge didu chinh dé thip hon diém s6i ciia dung méi, cho dén khi tit ci dung moi
d4 bay hoi. Vat liéu con lai dugc can va dugc hoa tan trong DMSO (Acros organic, Hoa
K3y) & mic 10g/L dé tao ra hdn hop dugce chiét.

Hai chiét xuét chira nudc duge didu ché theo phuong phap B dd dugc mo ta &
trén, trong do cac thia thuc vat kho dugc thay thé bang 2g M[20P]-576 hdn hop thuc vt
kho cta vi du 12, bing céach st dung 40mL nudc dé chiét bang nudc va bao gdm budc
léng gan trude khi loc. Luong cdn kho cua mot trong s6 cac chiét xuat hdn hop thuc vat
d3 dugc xac dinh bing cach can cin dong kho thu dugc bing thiét bi dong kho
(FreeZone™ 2.5, Labconco Hoa Ky, v6i RZ6 Vacuubrand, Durc) cua chiét xuét déng
bang.

Luong can kho con lai nay duoc sir dung dé suy ra cac hoat tinh cu thé cta céc
chiét xuét khac nhau.

Hoat tinh sinh hoc ctia mdi hdn hop chiét duoc x4c dinh theo phuwong phap C da
dugc mo ta ¢ trén béng cach st dung céc chung thé hién trén Bang 12-3, trong d6 mirc
pha lodng ctia hdn hop dugce chiét 1a: 1:20, 1:40, 1:80, 1:160. Nong dd tc ché t6i thiéu
(MIC) dugc nhan thiy bang cach quan sat bang mit cac giéng khi ndéng do thip nhat
trong d6 khong quan sat thdy su phat trién.

Bang 12-3: Danh muc cua céac ching vi khuén duogc st dung trong Vi du 12

Staphylococcus aureus Staphylococcus epidermidis
NCTC 12493™ B-A47 ATCC® 12228™ B-A22
ATCC® 33591™ B-A48 ATCC® 700296™ B-A23
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ATCC® 33592™ | B-A49 ATCC® 49461™ B-A24

NCTC 43300™ B-AS51 ATCC® 14990™ B-A08

Céc két qua thé hién frén cac bang 12-4 dbi v6i cac dung mdi khac nhau.

Bang 12-4: CMI theo mg/L hdn hop duoc chiét bang cach sir dung, A) axeton,
etanol-axetat, etanol va nudc 1am dung mdi, B), cac ty 1¢ khic nhau cua axeton va etanol
dudi dang dung moi hai thanh phan nhu dugc thé hién trén Bang 12-2-A, C) céc ty 1&
khéc nhau clia etanol-axetat va etanol dudi dang dung mdi hai thanh phan nhu duge thé
hién trén Bang 12-2-B, va D) sir dung céc ty 1¢ khac nhau cua etanol-axetat va axeton

lam dung moi hai thanh phan nhu duge thé hién trén Bang 12-2-C.

A) Axeton Etanol-Axetat Etanol Nude
B-A47 500 500 500 725
B-A48 500 500 500 725
B-A49 500 500 500 | 725
B-AS1 500 500 500 725
B-A22 250 250 250 363
B-A23 250 250 250 363
B-A24 250 250 250 363
B-A08 250 250 250 725
B) AC9E | AC8E | ACTE | AC6E | ACSE | AC4AE | AC3E | AC2E | ACIE
T1 T2 T3 T4 T5 T6 T7 T8 T9
B-
500 500 500 500 500 500 500 500 500
A47
B-
250 250 250 250 250 500 500 500 500
A48
B-
250 250 250 250 250 500 500 500 500
A49
B-
500 500 500 500 500 500 500 500 500
AS1
B-
250 250 250 250 250 250 250 250 250
A22
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B-

250 125 125 125 125 250 250 250 250
A23
B-

250 250 250 250 250 250 250 250 250
A24
B-

250 250 250 250 250 250 250 250 250
A08 .
0 EA9E | EASE | EA7E | EA6E | EASE | EA4E | EA3E | EA2E | EAIE

T1 T2 T3 T4 TS5 T6 T7 T8 T9
B-

500 500 500 500 500 500 500 500 500
A47
B-

250 250 250 250 250 500 500 500 500
A48
B-

250 250 250 250 250 500 500 500 500
A49
B-

250 500 500 500 500 500 - {500 500 500
AS51
B-

250 250 250 250 250 250 250 250 250
A22
B-

250 250 250 250 250 250 250 250 250
A23
B-

250 250 250 250 250 250 250 250 250
A24
B-

250 250 250 250 250 250 250 250 250
A08 A
D) EA9A | EASA | EA7A | EA6A | EASA | EA4A | EA3A | EA2A |EAIA

Cl C2 C3 C4 C5 Co6 C7 C8 C9
B-

500 500 500 500 500 500 500 500 500
A47
B- 500 500 500 500 500 500 500 500 500
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500

500

500

500

500

500

500

500

500

500

500

500

500

500

500

500

500

500

500

250

250

250

250

250

250

250

250

500

250

250

250

250

250

250

250

250

500

250

250

250

250

250 .

250

250

250

500
A08

Vidu 13

500

250

250

250

250

250

250

250

Vi du nay thé hién hoat tinh khang vi sinh vat ciia hdn hop thuc vt duge dicu

ché theo phuong phap B da dugc mé ta & trén, trong do cacbohydrat bd sung dugc chon

trong sO sucroza, dextroza, maltoza va galactoza.

Hon hop thuc vat kho M[19P]-576, M[5P]-1 va M[5P]-2 dugc tao ra theo Bang

13-1 va duogc dua vao lo 500mL va dugc tron k¥ bang cach biing va l4c bang tay. Thao

duoc kho ¢6 duge tir “Herboristerie Cailleau” (Chemillé, Phéap), ngoai trir PC49 ma ¢6

duoc tir Siccarapam (Aubiat, Phéap).
Béang 13-1: Danh muc thyc vat kho tao ra: A) hdn hgp M[20P]-576, B) M[5P]-1
hdn hop va C), M[5P]-2 hdn hop st dung trong Vi du 13

A)

Thu
PA1 PAI
c vat

kho

PA1PAI

PA2

PA2 PA2 PA2 PA3

PB1

PB6

PC2

PC2 PC3

PC3 [PC4

Khoi
luon 29,7 10,5
g (g)

41,5229

19,8
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B) C)
Thuc
: Thuc vat
vat [PAI2[PA13 [PA21 PA22 PBI2 e PA11 [PA13[PA21 [PA22 PB12
(0) .
kho
Khdi )
Khbi
luon |34,1] 59,2 | 84,1 | 47,5 758 56,9 | 54 | 76,9 | 43,4 | 69,4
luong (g)
g (g

DP&i voi mdi hdn hop thue vat kho, cac chiét xuét dugc diéu ché theo phuong
phap B da dugc mo ta & trén, trong d6 cic thia thuc vat kho duoc thay thé bang 2g hon
hop thuc vét ctia vi du 13, béng cach st dung 40mL nude va lugng cacbohydrat thé hién
trén Bang 13-3 dé chiét bang nudc va bao gdm budc ling gan trudc khi loc.

Luong can kho cua cac hdn hop thuc vat khong c¢6 cacbohydrat dugc xac dinh
riéng biét, béng cach can cdn dong kho thu duogc bﬁng thiét bi dong kho (FreeZone™
2,5, Labconco Hoa Ky, v6i RZ6 Vacuubrand, Dtrc) cua 40mL chiét xut dong bang
duoc diéu ché theo phuong phép B da duge mo ta 6 trén, trong do céc thia thuc vat kho
duoc thay thé bing 2g hdn hop thuc vat caa vi du 13, sir dung 40mL nu6e dé chiét bang
nude va bao gdm budce ling gan trudce khi loc. Cac lugng can kho nay duge st dung dé
suy ra cac hoat tinh cu thé cia cac chiét xuat khac nhau, trong d6 cacbohydrat dugc xem
1a chét phu tr¢ va khong duoc tinh dén dudi dang mot phén cua thanh phf?m hoat tinh.

Hoat tinh sinh hoc ctia mdi hdn hop chiét dugce xac dinh theo phuong phéap C da
duoc mo ta & trén bang cach st dung céc ching néu trong Bang 13-2, trong d6 muc pha
lodng ctia hdn hop duge chiét Ia: 1:20, 1:40, 1:80, 1:160. Nong do trc ché téi thiéu (MIC)
duoc luu ¥ bang cich quan sét bing mit cic giéng dudi dang ndng do thip nhét trong
d6 khong quan sat thay su phat trién.

Bang 13-2: Danh muc cua cac chung vi khuén st dung trong Vi du 13

Staphylococcus aureus Staphylococcus epidermidis
NCTC 12493™ B-A47 ATCC® 12228™ B-A22
ATCC® 33591™ B-A48 ATCC® 700296™ B-A23
ATCC® 33592™ B-A49 ATCC® 49461™ B-A24
NCTC 43300™ B-AS1 ATCC® 14990™ B-A08
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Céc két qua dugc thé hién trén Bang 13-4.

Bang 13-3: MIC theo mg/L cua hon hop duoc chiét str dung sucroza, lactoza,
dextroza, maltoza hodc galactoza cho: A) hdn hgp M[20P]-576, B) hdn hgp M[5P]-1 va
C), hdn hop M[5P]-2
A) Sucro

[actoza Dextroza Maltoza Galactoza
za

MI[20P]- [100g/ [100g/ 50/ R5g/ [100g/ [50g/ 25g/ [100g/ 50g/ 25g/ [100g/ [50g/ 25/
5% L L L L L L L L L L L L L
B-A4T [125 725 B7250725 725 725p725p725 (125 (125 (125 (125 (125
B-A48 1725 5725 B725[725 B725 B725B725[725 (125 (125 [725 (125 (725
B-A49 [125 725 B72577125 725 725p725(7125 (725 (725 (125 (725 (125
B-ASL [125 725 B72577125 B725 P725p725(725 (725 (125 (125 [725 [125
B-A22 B63 725 [725 1125 [725 [725 B63 363 [363 [363 363 [363 P363
B-A23 B63 [125 [725 B63 [725 [725 B63 P63 [363 363 363 (363 P63
B-A24 B63 725 (725 [125 [725 [725 B63 P63 [363 363 [363 363 P63
B-AOS 125 [125 725 [125 [725 [725 [725 P63 [363 B63 [363 363 P63

B) Sucro
Lactoza Dextroza Maltoza Galactoza
v

M[5P]-1 [100g/ [100g/ 50/ R5g/ [100g/ [50g/ 25g/ [100g/ 50g/ 25g/ [100g/ |50g/ 25¢/
. L L L L L L L L L L L L
B-A47 B27 P27 B27 B27 27 P27 B27 P27 P27 B27 327 P27 P27
B-A48 B27 P27 B27 P27 PB27 P27 B27 B27 P27 P27 327 B27 B27
B-A49 P27 P27 B27 P27 P27 P27 B27 P27 P27 P27 27 P27 653
B-A47 P27 P27 B27 B27 P27 P27 B27 P27 P27 B27 27 P27 P27
B-A22 B27 P27 B27 B27 B27 P27 P27 |163 [163 [163 [163 B27 27
B-A23 [163 |163 [B27 [163 |163 |163 327 [163 [163 [163 |163 [327 (163
B-A24 B27 P27 B27 B27 327 P27 B27 [163 [163 [163 (163 327 [163
B-AO8 P27 P27 B27 B27 27 P27 327 [163 P27 B27 [163 P27 P27
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)] Sucro
Lactoza Dextroza Maltoza Galactoza
za

M[5P]-2 [100g/ [100g/ |50g/ bse/ [100g/ [50g/ R5g/ [100g/ [50g/ R5g/ [100g/ [50g/ [p5e/
. L L L L L L L L L L [ L
B-A47 DB44 a4 B4 a4 a4 44 PBas 44 P44 PB4 344 PB4a4 688
B-A4S D44 44 B44 PB4s 344 [344 a4 a4 [44 PBad4 44 A4 PB44
B-A40 D44 P44 B44 a4 a4 344 Ba4 44 P44 PBad 344 P44 (688
B-A51 D44 [344  B44 P44 P44 [344 344 688 [344 688 [344 44 (688
B-A22 D44 344 B44 P44 344 [344 B44 a4 [344 P44 a4 A4 P44
B-A23 D44 [344  B44 P44 344 [344 344 a4 a4 a4 344 44 P44
B-A24 D44 (344 B44 44 B4 [344 344 a4 [B44 P44 344 B44 P44
B-AOS D44 [344 DBa4 P44 344 [344 B44 Bad  [344 PBad 344 44 P44

Vidu 14
Vi du nay thé hién sy tdng cudng hoat tinh khang vi sinh vét cta M[20P]-576
chiét xuat hdn hop thao duge dbi v&i cac chit khang sinh dugc sir dung thong thuong.

Béang 14-1: Cac loai va chung vi khuén dugc stir dung trong Vi du 14

Tén ddy du ciia chiing Ma ching
Staphylococcus aureus subsp. aureus ~ ATCC® 25923™ B-A17
Staphylococcus aureus subsp. aureus ~ ATCC® 29213™ B-A21

Danh muc 14-1:Céc ché pham thao dugc cla mau thtr d3 xu ly dugc su dung
trong Vi du 14:

M[19P]-576: PA11; PA12; PA13; PA14; PA20; PA21; PA22; PA29; PA39;
PB12; PB60; PC20; PC26; PC33; PC37.

Thuc vat kho loai dugc dung thu dugc tir “Herboristerie Cailleau” (Chemillé,
Phap).

Céc ché phdm thao duge M[19P]-576 duge bao ché bang cach cAn moi thao dugc
khé nhu duoc thé hién trén Bang 14-2

Bang 14-2: Khdi lugng cia thuc vat khod (mg) st dung trong céac ché pham thao
duoc ciia M[19P]-576
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|PA1 1P>A12IPA13|PA14{PA20P>A2 1FA22{PA29\PA3 9FPB 12‘PB60[PC20P>(:26[PC3 3P>c37

M[19P]-

576 409 145 373 316 P77 R71 P07 380 207 [247 P06 [236 (198 [187 154

Bét déu tir ché pham thao dugc, chiét xuét chta nuéc (hozic mau thir da xit 1y)
twong ng dugc diéu ché theo phuong phép B da dugc md ta & trén bang cach sir dung
2,06g ché phim thao dugc néu trén véi 40mL nude véi 100g/L sucroza dé chiét bang
nuge va bao gdm budc ling gan trude khi loc. Trong san pham chiét xuét chira nuéc
ddc 1ap khong ¢6 sucroza, da do dugc 1a 2,06g/40mL ché phém thao duoc tuong rng
véi 14,5g/L khi dugc suy ra tu khéi luong cua chiét xuét thao duoc kho di 1am dong
kho.

Hoat tinh sinh hoc ctia mdi mau thir da x{t ly duge xac dinh theo phuwong phap C
da dugc md ta & trén bang cach sir dung céc ching sau ddy ¢ cac muc pha loang cudi da
thé hién ctia mAu tht da xir Iy dugc thé hién trén Bang 14-3. Vi du 14 tinh mtc phat
trién cta vi khuén véi su c6 mit cua chét khang sinh va/hodc hdn hop thao dugce so vai
su phat trién khi khong c6 ca chét khang sinh va chiét xuét hdn hop thao dugc.

Mirc trung binh cua ty 1€ phén tram trc ché phat trién vi khuén sinh vat phu du
duogc thé hién trén Bang 14-3.

Phai luu ¥ rang su ¢6 mit ctia chiét xuét thao duge M[19P]-576 c0 ba tac dung &
ndng do sir dung: 1) lam gidm sy phat trién cta vi khun & ndng do thap va khong c6
chit khang sinh, 2) gidm sy ting m{c phat trién vi khuin gy ra bdi nbéng do chét khang
sinh thip so vdi phat trién khi khong c6 céc chét khang sinh, va 3) giam nong do tc ché
t&i thidu (MIC), Iin luot clia, vancomyxin di véi B-A17 va ampixilin va penixilin doi
v&i B-A21, & M[20C]-576 ndng d6 bat diu & lan lugt & 90,6pg/mL, 181,3pg/mL, va
90,6pg/mL. _

Bang 14-3: Su phat trién sinh vat phu du véi su ¢6 mét cua cac nf”)ng do chiét xuét
khéc nhau va ndng do chét khang sinh khac nhau dbi v6i phat trién cta vi khuén khi

khong co ca chiét xuét 1an chét khang sinh, trén hai ching khic nhau

M[20C]-

6 Ndng do chit khang sinh (ug/mL)

Chun
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(ng/mL)|0 3,91 (7,81 15,63[31,25162,50{125 250 500 {1000 2000 @000
0 100%I176%|176%|148%|131%|112%2% 0% 0% (0% 0% 1%
— 90,6 57% 164% [76% [75% [58% |18% (1% 0% (0% (0% 0% (0%
.E z 181,3  [54% [52% |53% 52% B31% (7% F4% [4% 4% 4% 5% 1%
§ 0 100%153%132%131%132%116%150%113%112%106%-1% 0%
< _. 90,6 64% 1108%I83% [82% [82% [74% [83% [75% [83% (0% 0% (0%
N
z 181,3 42% |44% [63% 70% 169% [70% 162% [62% 61% 2% 3% 2%
0 100%/137%138%3% 1% (0% 1% [0% (0% (0% 0% (0%
~ 90,6 53% 139% 5% 1% 0% (0% [0% [0% [0% (0% 0% [0%
<F 181,3 |51% [23% 5% 3% 3% 3% 3% 2% |[-3% (4% 4% 2%
e
% 0 100%1|135%|116%l115%|113%(108%|106%|101%(0% 0% 0% 0%
&: _. 90,6 65% 1104%/83% 183% [84% [80% [74% [26% 0% (0% 0% 0%
N
:g 181,3 44% [62% @3% [70% 61% 160% U5% 3% |-3% 3% 3% 3%
0 100%135%118%114%117%115%116%118%128%117%0% 0%
~ 90,6 62% (65% 66% 65% [74% [10% 67% [66% [63% (0% 0% 0%
;; 181,3 142% [40% @41% 53% 155% |55% [54% 46% W7% 3% 3% 2%
- 0 100%I/118%I|117%I113%]|117%|(110%|102%]|102%]|102%(0% 0% 0%
g“ _ 90,6 15% 1102%82% 188% [717% (716% [17% (14% 67% (0% [0% 0%
S S
E :é 181,3 58% 148% 163% 157% 60% [57% 41% [57% (32% 2% -3% 0%
Vidu 15

Vi du nay thé hién cach 1am thich tmg nhiét do trong phuong phap B dé giai quyét

stric ép cong nghiép.

Thuc vat kho loai hitu co thu dugc tir “Herboristerie Cailleau” (Chemill¢, Phap).

Céc ché phdm thao dugc M[5P]-1 dugc bao ché bang cach can moi loai thao dugce

kho nhu duoc thé hién trén Bang 15-1

Bang 15-1: Cén thyc vat kho (mg) su dung trong cdc ché pham thao dugc cla

M][5P]-1
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F’A12 PA13 ‘PAZI PDAzz FPBlZ
M[5P]-1 ]395,2 688.8 ‘978,9 552,5 \884,6

Chiét xuét tht nhAt M[5P]-1-A dugc diéu ché bing cach két hop 120g ché pham
thado dugc trong 600 mL nudc chira trong cbe c6 mo 2L (Schott, Dirc). Chiét xuét tha
hai M[5P]-1-B dugc didu ché biang cach cho 120g ché phim thao dugc vao tui sgi bong
loai hitu co kich c& 25x30cm (Ecobags, Hoa Ky), va tai da nap dugc cho vao 600mL
nue chira trong cde ¢ mod 2L (Schott, Dirc). Chiét xuét thir ba M[5P]-1-C duoc diéu
ché bang cach cho 60g ché pham thido dugc vao tai soi bong loai hitu co kich c&
25x30cm (Ecobags, Hoa Ky), va hai ti da nap duoc cho vao 600mL nudc chira trong
mdt cbe c6 mod 2L (Schott, Ptc). Lan lugt m3i ché phim M[5P]-1-A, M[5P]-1-B va
M[5P]-1-C, duogc dé ngam trong 3 gi® ¢ nhiét do phong va tiép d6 dugc dua trong cbe
¢6 mé cia n6 vao ta hip (VWR Vapour Line Eco 25, Hoa Ky) trong 30 phut 1an luot &
121°C, 121°C va 134°C. Déi v6i mdi trong s6 M[5P]-1-B va M[5P]-1-C, céc tui s¢i
bong dugc €p bang cach sir dung mdy €p hoa qua 5 L vén hanh thu cong (Brouwland,
Bi) va chét long thu hdi duge dua tré lai trong cbe ¢6 mé 2L. Mbi cde c6 mo dugce dé
ling gan va lugng can thiét ctia chét 16ng ndi 1én trén duge st dung dé do hoat tinh sinh
hoc cua no.

Béang 15-2: Cac loai va chung vi khuén duoc sir dung trong Vi du 15

Tén day du ctia ching Ma chung
Staphylococcus aureus subsp. aureus ~ ATCC® 25923™ B-Al17
Staphylococcus aureus subsp. aureus ~ ATCC® 29213™ B-A21
Staphylococcus aureus subsp. aureus ~ ATCC® 33592™ B-A49

Hoat tinh sinh hoc ctia m&i mau thir da xr 1y duge xac dinh theo phuong phap C
d4 duge md ta & trén bing cach st dung cac ching liét ké trén Bang 15-2 ¢ cac mirc pha
lodng cubdi gdm 1:40, 1:80, 1:160 va 1:320. Mirc pha loang twong tng v6i ndng do tc
ché ti thiéu (MIC) dugc nhan thdy bang cach quan sat bing mit cac giéng duéi dang
nong do thdp nhat trong d6 khong thdy su phat trién va duoc néu trong Bang 15-3.

Bang 15-3: Mtc pha lodng tuong Gmg v6i ndng do tc ché t6i thiéu (MIC) cua cac

chiét xuét duoc thuc hién véi céc chi tiét cong nghiép va nhiét do khac nhau
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M[5P]-1-B & 121°

M[5P]-1-C & 134°C

B-Al17 1/80 1/40 1/80
B-A21 1/80 1/40 1/80
B-A49 1/80 1/40 1/160

Luu ¥ rang viéc dua tai sgi bong vao dé 1am dé& dang cho quy trinh céng nghiép

lam giam nhe mot chut hoat tinh cua chiét xuét khi so sanh véi quy trinh khong thoa

man khong c6 tui. Viéc tang nhiét d6 cta ndi hép trong qua trinh giai doan chiét nong

cho phép khoi phuc hoat tinh day di.
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YEU CAU BAO HO

1. Chiét xuét cta ché phém thao duoc, bao gém it nhét hai loai thuc vat kho duoc
chon tir Filipendula ulmaria, Camellia sinensis va Arctostaphylos uva-ursi va it nhét mot
loai thuc véat duoc chon tir Vitis vinifera var. tinctoria, Eugenia caryophyllus va

Desmodium adscendens.

2. Chiét xut theo diém 1, trong do ché phém thao duogc con bao gém mot hoac
nhiéu loai thuc vat kho bd sung dugc chon tir: Achillea millefolium, Acorus calamus,
Agrimonia eupatoria, Agropyrum repens, Agropyrum repens, Alchemilla vulgaris,
Alkanna tinctoria, Althaea officinalis, Anethum graveolens, Angelica archangelica,
Arbutus unedo, Arnica montana, Artemisia pontica, Artemisia vulgaris, Asparagus
officinalis, Asparagus officinalis, Asperula odorata, Betula pendula, Borrago officinalis,
Buxus sempervirens, Calamintha officinalis, Calendula officinalis, Calluna vulgaris,
Carum carvi, Cassia angustifolia, Centaurea cyanus, Centaurium erythraea, Centella
asiatica, Cetraria islandica, Chamaemelum nobile, Chamomilla recutita,
Chrysanthellum americanum, Cichorium endivia, Cichorium intybus, Cinnamomum
zeylanicum, Citrus aurantium, Combretum micranthum, Crataegus oxyacantha,
Cuminum cyminum, Cupressus sempervirens, Curcuma zedoaria, Cynara scolymus,
Cytisus scoparius, Desmodium adscendens, Elettaria cardamomum, Eleutherococcus
senticosus, Epilobium parviflorum, Erysimum officinale, Eucalyptus globulus, Eugenia
caryophyllus, Eupatorium cannabinum, Foeniculum vulgare, Fraxinus excelsior, Fucus
vesiculosus, Fumaria officinalis, Galium odoratum, Gentiana lutea, Geranium
robertianum, Ginkgo biloba, Glechoma hederacea, Glycyrrhiza glabra, Handroanthus
impetiginosus, Harpagophytum procumbens, Hieracium pilosella, Humulus lupulus,
Hypericum perforatum, Hyssopus officinalis, Illicium verum, Inula helenium, Juglans
regia, Juniperus communis, Lamium album, Lavandula angustifolia, Levisticum
officinale, Lippia citriodora, Lotus corniculatus, Lythrum salicaria, Malva sylvestris,
Marrubium vulgare, Medicago sativa, Melissa officinalis, Mentha x piperita, Morus
nigra, Myrtus communis, Olea europaea, Origanum majorana, Panax ginseng, Papaver
rhoeas, Parietaria officinalis, Passiflora incarnata, Petroselinum crispum, Peumus

boldus, Phaseolus vulgaris, Pimpinella anisum, Plantago lanceolata, Plantago ovata,

-157-



37249

Potentilla anserina, Quercus robur, Rhamnus frangula, Rheum palmatum, Rosa
centifolia, Rosmarinus officinalis, Rubia tinctorum, Rubus idacus, Salix alba, Salvia
officinalis, Sambucus nigra, Satureja montana, Silybum marianum, Solanum dulcamara,
Tabebuia impetiginosa, Tanacetum vulgare, Taraxacum officinalis, Thymus serpyllum,
Thymus vulgaris, Tilia tomentosa, Tilia cordata, Trigonella foenum-graecum, Tussilago
farfara, Vaccinium muyrtillus, Valeriana officinalis, Verbascum thapsus, Verbena

officinalis, Viscum album, Zea mays va Zingiber officinale.

3. Chiét xuit theo diém 1 hoic 2, trong do6 ché phém thao duoc bao gém tr ba
dén bay loai thuc vat khd dugc chon tir Filipendula ulmaria, Camellia sinensis,
Arctostaphylos uva-ursi, Rheum palmatum, Rosmarinus officinalis, Vitis vinifera
tinctoria, Desmodium adscendes, Bugenia caryophyllus va Eucalyptus globulus, trong
d6 it nhat hai trong sb céc loai thuc vat nay duoc chon tir Filipendula ulmaria, Camellia
sinensis va Arctostaphylos uva-ursi va it nhit mot trong sb cac loai thuc vat nay dugc

chon tir Vitis vinifera tinctoria, Desmodium adscendes va Eugenia caryophyllus.

4. Chiét xut theo diém bt k¥ trong s cic diém tr 1 dén 3, trong d6 ché pham
thao dugc bao gSm c4c loai thuc vat kho sau: Rosmarinus officinalis, Filipendula

ulmaria, Camellia sinensis, Vitis vinifera tinctoria va Arctostaphylos uva-ursi.

5. Chiét xut theo diém bét ky trong s6 cac diém tir 1 dén 4, trong d6 ché phim
thao dugc bao g61n céc loai thuc vat kho sau: Rheum palmatum, Filipendula ulmaria,

Camellia sinensis, Vitis vinifera tinctoria va Arctostaphylos uva-ursi.

6. Chiét xuét theo diém bét ky trong s6 cac diém tir 1 dén 5, trong d6 ché pham
thao dugc bao gém cac loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis,
Filipendula ulmaria, Camellia sinensis, Vitis vinifera tinctoria, Eugenia caryophyllus va

Arctostaphylos uva-ursi.

7. Chiét xuét theo diém bat ky trong sd cic diém tir 1 dén 6, trong d6 ché pham
thao dugc bao gém cac loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis,
Filipendula ulmaria, Camellia sinensis, Vitis vinifera tinctoria, Eucalyptus globulus,

Arctostaphylos uva-ursi, Mentha spicata va Rubia tinctorium.
8. Chiét xut theo diém bét ky trong sé cac diém tir 1 dén 7, trong d6 ché phdm
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thao duogc bao gém it nhat mudi bon hodc mudi 1am loai thye vat khd duoc chon tir
mudi sau loai thuc vat sau: Rheum palmatum, Rosmarinus officinalis, Filipendula
ulmaria, Satureja montana, Valeriana officinalis, Camellia sinensis, Vitis vinifera
tinctoria, Fucus vesiculosus, Foeniculum vulgare, Arctostaphylos uva-ursi, Arbutus
unedo, Eugenia caryophyllus, Juniperus communis, Combretum micranthum, Lippia

citrodora va Tanacetum vulgare.

9. Chiét xut theo diém bét ky trong s6 cac diém tir 1 dén 8, trong d6 ché pham
thao duoc bao g&n cac loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis,
Filipendula ulmaria, Satureja montana, Valeriana officinalis, Camellia sinensis, Vitis
vinifera tinctoria, Fucus vesiculosus, Foeniculum vulgare, Arctostaphylos uva-ursi,
Arbutus unedo, Eugenia caryophyllus, Juniperus communis, Combretum micranthum

va Lippia citrodora.

10. Chiét xut theo diém bét ky trong s6 cac diém tr 1 dén 9, trong d6 ché phim
thao dugc bao g6m cac loai thuc vat kho sau: Rheum palmatum, Rosmarinus officinalis,
Filipendula ulmaria, Satureja montana, Valeriana officinalis, Camellia sinensis, Vitis
vinifera tinctoria, Fucus vesiculosus, Foeniculum vulgare, Arctostaphylos uva-ursi,
Arbutus unedo, Eugenia caryophyllus, Juniperus communis, Combretum micranthum,

Lippia citrodora va Tanacetum vulgare.

11. Ché pham dong kho cta chiét xuét theo diém bét k¥ trong s cic diém tir 1

dén 10.

12. Thuc phdm bd sung chtra chiét xuét theo diém bat ky trong s6 cac diém tir 1
dén 10, hoic ché phdm dong kho theo diém 11, dudi dang thanh phan hoat tinh, clng

v6i it nhat mot ta duge.

13. Dugc thuc pham chira chiét xuét theo diém bat ky trong s cac diém tir 1 dén
10, hodc ché phim dong kho theo diém 11, duéi dang thanh phén hoat tinh, ciing v6i it

nhét mét ta dugc.

14. Dugc phdm chtra chiét xuét theo diém bat ky trong sb cac diém tur 1 dén 10,
hoic ché phim dong kho theo diém 11, du6i dang thanh phan hoat tinh, cling v6i it nhat

mot ta duogc.
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15. Ché phdm tha y chtra chiét xuét theo diém bt ki trong sb céc diém tir 1 dén
10, hodic ché phdm dong khé theo diém 11, duéi dang thanh phan hoat tinh, ciing véi it

nhét mot ta duoc.

16. M§ phim chtra chiét xut theo diém bat ky trong sd céc diém tir 1 dén 10,
hoic ché phdm dong kho theo diém 11, dudi dang thanh phan hoat tinh, cling véi it nhét

mot ta duoc.

17. Thuc phdm chtic ning chira chiét xuét theo diém bat ky trong s6 cac diém tir
1 dén 10, hoac ché pham dong kho theo diém 11, dudi dang thanh phan hoat tinh, ciing

vai it nhat moét ta duoc.

18. Phu gia thuc phdm chtra chiét xuét theo didm bét ky trong sb cic diém tir 1
dén 10, hoic ché phim dong kho theo diém 11, duéi dang thanh phan hoat tinh, ciing

v6i it nhat mot ta duoc.

19. Thuc phdm bb sung theo diém 12, dugc bao ché dé dung qua duong miéng

hoac dung khu tru.

20. Dugc thuc phém theo diém 13, dugc bao ché dé dung qua duong miéng hodc

dung khu tru.

21. Duoc phém theo diém 14, dugc bao ché dé dung qua duong miéng hodc dung

khu tru.

22. Ché pham thu y theo diém 15, duoc bao ché dé dung qua dudng miéng hodc
dung khu tru.

23. M§ pham theo didm 16, duoc bao ché dé ding qua dudong miéng hodc dung
khu tra. |

24. Thuc phém chirc ndng theo diém 17, dugc bao ché dé dung qua duong miéng

hodc dung khu tru.

25. Phu gia thuc pham theo diém 18, duge bao ché dé ding qua dudong miéng
hodc dung khu tru.
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26. Chiét xuét ctia ché phém thao dugc bao gém it nhét hai loai thuc vat kho dugc
chon tir Filipendula ulmaria, Camellia sinensis va Arctostaphylos uva-ursi, ché phim
dong kho cua chiét xudt nay hoic dugc pham hoic ché phdm thd y chia chiét xuét nay,
dé st dung lam chét khang vi sinh vat va/hodc chét chéng. tao mang sinh hoc trong viéc
didu tri hodc phong ngira nhiém vi sinh vat gdy ra boi Escherichia, Klebsiella, Listeria,

Pseudomonas, Salmonella, Streptococcus, Candida hodc Staphylococcus.

27. Quy trinh diéu ché chiét xuAt theo diém bat ky trong s cic diém tir 1 dén 10,
bao g61n budc: a) bam hodc nghién riéng biét hodc két hop it nhét hai loai thuc vét kho
riéng 1€ dé thu duogc cac loai bot thuc vat tuong ng; b) trdn it nhét hai loai bot thuc vat
khac nhau dé thu dugc ché pham thao duoc; c) bd sung dung mdi chiét vao ché phdm
thao duge nay dé thu duoc ché pham long (hodc chiét xuét) twong tng; d) 0 ché phém
long nay ¢ nhiét do phong trong thoi gian nim trong khoang tir 5 dén 15 phut; tiy ¥, €)
gia nhiét ché pham 16ng nay & nhiét do nam trong khoang tir 60°C dén 134°C trong thoi
gian nam trong khoang tlr 5 dén 60 phut; tuy y f) ly tm, thu gom phan dich ndi va loc
phéan dich ndi da thu gom; va, tiry ¥, g) ¢d dic va/hodc 1am kho hogc 1am khd dong lanh

ché pham 1ong thu duge tir bude e) hodc f).
28. Quy trinh theo diém 27, trong d6 dung mdi chiét 1a nuée.

29. Quy trinh theo diém 28, trong d6 nudc dugc bb sung & bude (c) bao gdm

duong hoa tan trong nudc ¢ ndng do thay dbi tir 1 dén 100 g/1, tiy y tr 50 dén 75 g/l.

30. Ché phém thao dugc bao g6m it nhét hai loai thuc vat kho dugc chon tir
Filipendula ulmaria, Camellia sinensis va Arctostaphylos uva-ursi va it nhit mot loai
thuc vat dugc chon tir Vitis vinifera var. tinctoria, Eugenia caryophyllus va Desmodium

adscendens.

31. Ché phém thao dugc theo diém 30, con bao g?)ln mot hodc nhiéu loai thuc vat
kho b6 sung duoc chon tir: Achillea millefolium, Acorus calamus, Agrimonia eupatoria,
Agropyrum repens, Agropyrum repens, Alchemilla vulgaris, Alkanna tinctoria, Althaea
officinalis, Anethum graveolens, Angelica archangelica, Arbutus unedo, Arnica
montana, Artemisia pontica, Artemisia vulgaris, Asparagus officinalis, Asparagus

officinalis, Asperula odorata, Betula pendula, Borrago officinalis, Buxus sempervirens,
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Calamintha officinalis, Calendula officinalis, Calluna vulgaris, Carum carvi, Cassia
angustifolia, Centaurea cyanus, Centaurium erythraea, Centella asiatica, Cetraria
islandica, Chamaemelum nobile, Chamomilla recutita, Chrysanthellum americanum,
Cichorium endivia, Cichorium intybus, Cinnamomum zeylanicum, Citrus aurantium,
Combretum micranthum, Crataegus oxyacantha, Cuminum cyminum, Cupressus
sempervirens, Curcuma zedoaria, Cynara scolymus, Cytisus scoparius, Desmodium
adscendens, Elettaria cardamomum, Eleutherococcus senticosus, Epilobium
parviflorum, Erysimum officinale, Eucalyptus globulus, Eugenia caryophyllus,
Eupatorium cannabinum, Foeniculum vulgare, Fraxinus excelsior, Fucus vesiculosus,
Fumaria officinalis, Galium odoratum, Gentiana lutea, Geranium robertianum, Ginkgo
biloba, Glechoma hederacea, Glycyrrhiza glabra, Handroanthus impetiginosus,
Harpagophytum procumbens, Hieracium pilosella, Humulus lupulus, Hypericum
perforatum, Hyssopus officinalis, Illicium verum, Inula helenium, Juglans regia,
Juniperus communis, Lamium album, Lavandula angustifolia, Levisticum officinale,
Lippia citriodora, Lotus corniculatus, Lythrum salicaria, Malva sylvestris, Marrubium
vulgare, Medicago sativa, Melissa officinalis, Mentha x piperita, Morus nigra, Myrtus
communis, Olea europaea,A Origanum majorana, Panax ginseng, Papaver rhoeas,
Parietaria officinalis, Passiflora incarnata, Petroselinuin crispum, Peumus boldus,
Phaseolus vulgaris, Pimpinella anisum, Plantago lanceolata, Plantago ovata, Potentilla
anserina, Quercus robur, Rhamnus frangula, Rheum palmatum, Rosa centifolia,
Rosmarinus officinalis, Rubia tinctorum, Rubus idaeus, Salix alba, Salvia officinalis,
Sambucus nigra, Satureja montana, Silybum marianum, Solanum dulcamara, Tabebuia
impetiginosa, Tanacetum vulgare, Taraxacum officinalis, Thymus serpyllum, Thymus
vulgaris, Tilia tomentosa, Tilia cordata, Trigonella foenum-graecum, Tussilago farfara,
Vaccinium myrtillus, Valeriana officinalis, Verbascum thapsus, Verbena officinalis,

Viscum album, Vitis vinifera var. tinctoria, Zea mays va Zingiber officinale.

32. Quy trinh bao ché thuc pham bd sung theo didm 12 hodc 19, bao gdbm budc
trén chiét xut theo diém bat ky trong sd céc diém tir 1 dén 10, hodc ché pham dong kho

theo diém 11, véi it nhét mot ta dugc.

33. Quy trinh bao ché duoc thuc phém theo diém 13 hoic 20, bao gém budc tron

chiét xuét theo diém bAt ky trong s6 cac diém tir 1 dén 10, hodc ché pham déng kho theo
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diém 11, vdi it nhat mt ta duogc.

34, Quy trinh bao ché dugc phim theo diém 14 hoic 21, bao gdbm budc tron chiét
xuét theo diém bét ky trong s6 cac diém tr 1 dén 10, hodc ché phim dong kho theo diém

11, v6i it nhat mot ta duoc.

35. Quy trinh bao ché ché pham thd y theo diém 15 hodc 22, bao gdbm buéc tron
chiét xuét theo diém bét ky trong s6 céc diém tr 1 dén 10, hodc ché pham dong kho theo

didm 11, v6i it nhAt mot ta duoc.

36. Quy trinh bao ché my phédm theo diém 16 hodc 23, bao gdbm buéc tron chiét
xuét theo diém bét k¥ trong sb cac diém tir 1 dén 10, hodic ché phdm dong kho theo diém

11, v6i it nhat mot ta duoc.

37. Quy trinh bao ché thuc phim chire ning theo diém 17 hodic 24, bao gdm buéc
tron chiét xuit theo didm bét ky trong sb céc didm tir 1 dén 10, hogc ché phdm dong kho

theo diém 11, v&i it nhit mot ta duoc.

38. Quy trinh bao ché phu gia thuc phdm theo diém 18 hodc 25, bao gbm budc
tron chiét xuét theo diém bit k¥ trong s6 cac diém tir 1 dén 10, hodc ché pham dong kho

theo diém 11, v&i it nhat mét ta duoc.
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