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(57) Sang ché& dé xudt ché pham héa nong dang huyén phi chita nudc bao gém:
(a) 6- tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat 1am thanh phan hoat tinh; va
(b) chat ¢6 hoat tinh bé mat anion hodc chat cé hoat tinh bé mat khong ion. Ché
phiam héa nong dang huyén phu chiia nudc c6 thé ngan su thliy phan cla 6-tert-
butyl-2,3-dimetyl-8- floquinolyl-4-axetat, c6 kha ning phan tan lai, va ¢6 do 6n

dinh bao quan tuyét voi.
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Linh vire k§ thuat dwoce dé cip

Séng ché dé xuét ché phdm hoa nong dang huyén phu chtra nude bao gdm 6-tert-

butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam thanh phan hoat tinh.
Tinh trang ky thuit ciia sing ché

Cho dén nay, dich ¢ dic nhii hoa, bot co thé thAm udt va cac dang tuong tu duoc
biét dén ¢ dang bao ché dé pha lodng v&i nude. Mot luong 16n dung méi hitu co dugc s
dung cho dich ¢6 dic nhii héa. Hau hét cac dung méi hitu co giéng cac chit nguy hai va
¢6 kha ning téa mui va phan tin dung moi hitu co trong khi st dung. Bot ¢6 thé thAm udt
c¢6 kha nang 1a nguoi str dung bi phoi nhiém bot ¢6 thé thidm w6t nay do sy tao bui trong
qua trinh diéu ché hoa chit 1ong. Vi cac 1y do nay, ché phdm dang huyén phi chira nuée

dugc yéu cau.

Thudc diét khudn ding cho lua mé ta trong WO01/92231 (tai liéu Patent 1) va
W02004/039156 (tai liéu Patent 2) dugc biét ¢én & dang ché phdm chira 6-tert-butyl-2,3-
dimetyl-8-floquinolyl-4-axetat (dudi day doi khi goi 1a “hop chit A) hitu dung lam chét
diét khuan nong nghiép, va ché phdm dang rén mé ta trong Pon xin cap patent Nhat s6
155234/2009 (tai liéu Patent 3) dugc biét dén & dang ché phdm én dinh chira hop chét A.
Tuy nhién, ché pham chita hop chét A dang huyén phu chira nuéc on dinh cho dén nay

chua duoc biét dén mot cach chi tiét.

Hop chit A c6 cdu tao twong ty nhu hop chét 2 mo ta trong tai liéu Patent 2 va
tuong tu nhu 4-axetoxy-6-tert-butyl-2,3-dimetyl-8-floquinolin mé ta trong tai liéu Patent
3.

Hop chét A, khi cho tiép xtic voi nuée, duge thily phan theo thoi gian va do d6 dat
ra mot van dé trong su phat trién ché phém'dang huyén phil chia nude. Ché phdm dang
huyén ph chtta nude, khi bao quan, gip bét lgi 1a khong thé gitt duoc trang thai huyén

phu va géy ra su ket cuc (dong ran) dan dén lang cin, viéc tao cin nay c6 thé dan dén kha
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ning phan tan lai. Do d6, duoc phdm chirz hiop chét A ¢6 kha nang phan tan lai va c6 do

on dinh bao quan tuyét voi duge mong doi.

Dé cai thién d6 6n dinh cta thanh phin hoat tinh trong ché phdm huyén phu chira
nudce, cac tai liéu sau duge boc 19 trong phén tinh trang k¥ thuat ctua séng ché. Viéc tron
cac thanh phan hoa chit néng nghiép va chit c6 hoat tinh bé mat dugc boc 10 trong don
xin cdp patent Nhat s 29773/2009 (tai liéu Patent 4) va don xin cip patent Nhat sd
363005/2002 (tai liéu Patent 5). Tuy nhién, cdc thanh phan nong nghiép mo ta trong cc
tai liéu Patent 4 va 5 khac v6i hop chit A vé céu tao, ciing nhu cac dic tinh vat ly. Hon
nita, cac tai liéu Patent 4 va 5 khong bdc 10 ma cling khong goi ¥ cac loai chét c6 hoat tinh
bé mit duge két hop véi thanh phin néng nghiép khi cic thanh phan ndng nghiép nay

khac v6i cac thanh phan néng nghiép mo ta trong tai liéu Patent 4 va 5.
Tai liéu patent 1: WO01/92231

Tai liéu patent 2: W02004/039156

Tai liéu patent 3: Pon xin cip patent Nhat s6 155234/2009

Tai liu patent 4: Pon xin cap patent Nhat s6 29773/2009

Tai liéu patent 5: Pon xin cip patent Nhat sb 363005/2002

Ban chit ky thuit ciia sang ché

Céc tac gia sang ché da nhan thiy ché phidm hoa ndéng dang huyén phi chtra nude
bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam thanh phdn hoat tinh va
(b) chét c6 hoat tinh bé mit anion hodc chét ¢ hoat tinh bé mit khong ion c6 thé ngan su
thity phén cta 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat, 1a c6 thé phén tan lai, va c6
d6 6n dinh bao quan tuyét voi. Sang ché duoc viét dua trén nhitng két qué thu dugc nay.

Muc dich ctia sang ché 1a @& xuét ché phim hoa ndéng dang huyén phu chira nudce
ma c6 thé kim ham sy thiy phén cua 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat, cé

thé phan tan lai, va c6 d6 6n dinh bao quan tuyét voi.
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Theo mot khia canh, sang ché dé xuit ché phdm hoa nong dang huyén phu chua
nuge bao gém: (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam thanh phan hoat

tinh; va (b) chit c6 hoat tinh b& mit anion hodc chit c6 hoat tinh b& mat khong ion.

Hon nita, theo mot khia canh khéc, sang ché d& xuit ché phém hoa nong dang
huyén phu chtra nudc bao gdm: (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam
thanh phan hoat tinh; va (b) chét c6 hoat tinh bé mat polyoxyetylen arylphenyl ete hodc

chat c6 hoat tinh bé mit polyoxyalkylen arylphenyl ete anion hodc khong ion.

Van theo khia canh khac, sang ché dé xuét ché phim hoa noéng dang huyén phu
chira nuée bao gdm: (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat 1am thanh phan
hoat tinh; (b) chét ¢6 hoat tinh b& mit polyoxyetylen arylphenyl ete hodc chét c6 hoat tinh

bé mat polyoxyalkylen arylphenyl ete anion hodc khong ion; va (¢) tricanxi phosphat.

Theo khia canh nita, sang ché d& xudt ché phdm hoa noéng dang huyén phu chira
nuée bao gdm: (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat 1am thanh phin hoat
tinh; va (b) chat c6 hoat tinh bé mit polyoxyetylen arylphenyl ete hodc chét c6 hoat tinh
bé mit polyoxyalkylen arylphenyl ete anion hodc khong ion; va (c) tricanxi phosphat, ché

pham héa nong dang huyén phu chira nuée ¢6 do pH 1a tir 5,5 dén 9,0.

Theo khia canh khéc, sang ché dé xuit ché phim hoa noéng dang huyén phu chira
nuée bao gdm: (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat 1am thanh phan hoat
tinh; (b) chét co hoat tinh b& mit anion hoic chét c¢6 hoat tinh bé mat khong ion; va (d)

hop chét c6 hoat tinh diét khuan, diét con trung, hodc diét ndm lam thanh phén hoat tinh.
Sang ché co thé dé xuét ché phim héa néng dang huyén phil chira nu6c ma c6 thé
kim ham su thily phén cta 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat, c6 thé phan tan
lai, va do dn dinh bao quan tuyét voi.
M5 ta chi tiét sang ché
Thanh phan hop chit A trong ché phim cua sang ché khong bi gidi han cu thé
nhung t&t hon 14 tir 1 dén 50 phén trong luong/100 phan trong luong ché phim.
Chét ¢6 hoat tinh bé mit anion va chit ¢ hoat tinh bé mat khong ion thuong st

dung trong ché phdm hoa nong dang huyén phil chta nudce ¢ thé dung duoc & dang chét
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¢6 hoat tinh b& mit anion va chit ¢6 hoat tinh bé mat khong ion st dung trong ché phdm

héa nong dang huyén phi chira nu6e theo sang ché.

Chét ¢6 hoat tinh bé mit anion st dung trong ché phdm hoa nong dang huyén phu
chira nuée theo sang ché khong bi giéi han cu thé mién 1a sang ché dat hidu qua. Cac vi
du vé chdt c6 hoat tinh bé mit bao gdém lignin sulfonat, chit ngung tu natri
naphtalensulfonat formalin; chét ngung tu natri alkylnaphtalensulfonat formalin; mot hodc
nhiéu polyoxyetylen arylphenyl ete sulfat dugc chon tir polyoxyetylen styrylphenyl ete
sulfat va polyoxyetylen tristyrylphenyl ete sulfat; polyoxyalkylen arylphenyl ete sulfat;
mot hoic nhiéu polyoxyetylen arylphenyl ete phosphat dugc chon tir polyoxyetylen
styrylphenyl ete phosphat va polyoxyetylen tristyrylphenyl ete phosphat; polyoxyalkylen

arylphenyl ete phosphat; hodc chit co-polyme ciia axit alkylmaleic.

Chét ¢6 hoat tinh bé& mit khong ion sir dung trong ché phdm héa nong dang huyén
phu chira nuéce theo sang ché khong bi giéi han cu thé mién 13 sang ché dat hiéu qua. Do
do, cac vi du vé polyoxyalkylen arylphenyl ete, polyoxyetylen alkyl ete, polyoxyalkylen
alkyl ete, hodc chit trung hop khbi PO/EO.

Chét c¢6 hoat tinh bé mat anion va chét c6 hoat tinh bé mat khong ion st dung trong
ché phdm hoa noéng dang huyén phu chtra nuéce theo sang ché khong bi gii han cu thé
mién 1a dat dugc hiéu qua cta sang ché. Tét hon 14 chat ¢6 hoat tinh bé mit polyoxyetylen
arylphenyl ete hodc chét c6 hoat tinh bé mit polyoxyalkylen arylphenyl ete. Tét hon nita
la mét hodc nhiéu polyoxyetylen arylphenyl ete sulfat dugc chon tir polyoxyetylen
styrylphenyl ete sulfat va polyoxyetylen tristyrylphenyl ete sulfat; polyoxyalkylen
arylphenyl ete sulfat; va polyoxyalkylen arylphenyl ete. Polyoxyetylen styrylphenyl ete

sulfat hodc polyoxyalkylen arylphenyl ete sulfat vin dugc uu tién hon.

Luong chit ¢6 hoat tinh bé mit anion hodc chit c6 hoat tinh bé mat khong ion
duoc két hop trong ché phém theo sang ché duogc giéi han cu thé mién 1a séng ché dat
hi¢u qua. Luong chét ¢6 hoat tinh bé mat anion hodic chit ¢6 hoat tinh bé mit khong ion

duoc két hop tot hon 1a tir 0,05 dén 25 phan trong lwong/100 phan trong lugng ché pham.

Khi tricanxi phosphat dugc két hop trong ché pham theo sang ché, lugng tricanxi

phosphat dugc két hop c6 thé thay dbi phu thudc vao loai chat c6 hoat tinh bé mat duoc
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st dung nhung t6t hon 1a tir 0,01 dén 10 phan trong lwong/100 phan trong luong ché
pham.

Néu can thiét, t4 duoc bao ché kha dung nong hda hoc ¢o6 thé con duge két hop
trong ché phim cta sang ché. Do d6, cac vi du bao gdm ta duge khac nhau md ta trong
“Guide for agricultural chemical preparations” (cong b boi Japan Plant Protection
Association ndm 1997). Ddc biét, cac chat thdm uét bao gém cac mudi cua axit
dioctylsulfosucxinic, cac mudi cua axit alkylsulfonic, POE alkyl ete, POE aryl ete,
axetylen diol, va chét trung hop khéi PO/EO. Chét 1am dic bao gdbm chét 1am dic hitu co
nhu gom xanthan, polyvinyl pyrolidin, rugu polyvinyl, polyetylen glycol, metylxenluloza,
va axit alginic hodc chit lam diic vé co nhu bentonit. Chat chdng dong bao gdm dung moi
phéan cyc nhu propylen glycol, etylen glycol, va glyxerin. Chét chéng tao bot bao gdm
nhil tuong silicon, dau silicon, axetylen diol, va chit truing hop khéi PO/EO. Chat diéu
chinh do pH bao gdm cic mubi ctia axit phosphoric. Cac ta dugc khac bao gdm céc chét

chong nam.

Gia tri pH cta ché pham theo sang ché dugc gidi han cu thé mién 1a sang ché dat
hiéu qua nhung t&t hon 1a tir 5,5 dén 9,0, t&t hon nira 1a tir 6,0 dén 8,5. Khi gia tri pH cua
ché phdm theo sang ché nam trong khoang da xac dinh & trén, ché phdm hoa nong dang
huyén phil chira nude c6 thé c6 kha ning kim ham su thay phén 6-tert-butyl-2,3-dimetyl-

8-floquinolyl-4-axetat & mic cao hon va c6 do 4n dinh bao quan tot hon.

Ché pham theo sang ché c¢6 thé dugc san xuét bang cac phuong phap khac nhau.
Quy trinh bao ché dugc vu tién 1a nhu sau: Hop chét A, chit c¢6 hoat tinh bé mat, chat
thdm u6t, chat chéng dong, chét chéng tao bot, va nudc dugc tron béng may khuéy dé tao
ra bot nhdo. Bot nhdo nay dugc nghién bing méay nghién uét tao ra hat c¢6 dudng kinh
duoc xac dinh trude dé didu ché bot nhao min. Chat lam dic, chat chéng nim, chit diéu
chinh d pH, va tricanxi phosphat dugc thém vao bdt nhdo, tiép d6 khudy thanh trang thai
ddng nhét.

Ché pham theo sang ché néu can thiét c6 thé chira mét hodc nhiéu hop chit lam
thanh phan hoat tinh ma cac hop chit nay khong phai 12 hop chit A va c6 hoat tinh diét

khuén, diét con tring, hodc diét c6. Ham luong téng (ham luong thanh phin hoat tinh)
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ctia hop chét A va (cac) hop chat khong phai hop chat A va c6 hoat tinh diét khuan, diét
con trung, hodc diét cd khong bi gidi han cu thé mién 1a dat dugc hiéu qua cua sang ché.
Vi du, ham luong tdng c6 thé 1a tir 0,1 dén 60 phan trong lugng, tot hon 1a tir 5 dén 50
phan trong lugng/100 phan trong lugng ché phim.

Ty 1é tron cta hop chit A so véi (cac) hop chat c6 hoat tinh diét khuan, diét con
trung, hodc diét co khong bi gidi han cu thé mién 1a dat dugc hiéu quéa cua sang ché. Vi
du, ty 1¢ trén ndm trong khoang tir 2:50 dén 50:2, t6t hon 14 ndm trong khoang tir 1:10 dén
10:1.

Céc hop chét c6 hoat tinh diét khuan, diét con trung, hodc diét c¢d bao gém, nhung

khong chi gi¢i han &, cac hop chét sau.

Céac hop chét ¢6 hoat tinh diét khuan bao gdm azoxystrobin, kresoxym-metyl,
trifloxystrobin, orylsastrobin, picoxystrobin, fuoxastrobin, = metominostrobin,
mepanipyrim, pyrimethanil, xyprodinil, triadimefon, bitertanol, triflumizol, propiconazol,
myclobutanil, xyproconazol, tebuconazol, hexaconazol, prochloraz, simeconazol,
quinomethionat, maneb, zineb, mancozeb, polycarbamat, propineb, diethofencarb,
clothalonil, = benomyl, thiophanat-metyl,  carbendazol, metalaxyl, oxadixyl,
hydroxyisoxazol, fosetyl-nhom, tolclofos-metyl, captan, folpet, proxymidon, iprodion,
thifluzamit, furametpyr, flutolanil, mepronil, boscalid, penthiopyrad, fluopyram,
fenpropimorph, dimethomorph, fludioxonil, enpiclonil, fthalid, probenazol, axibenzolar-
S-metyl, tiadinil, isotianil, carpropamid, dicloxymet, fenoxanil, trixyclazol, pyroquilon,
ferimzon, fluazinam, xymoxanil, triforin, pyrifenox, fenarimol, fenpropidin, penxycuron,
xyazofamid, xyflufenamid, proquinazid, quinoxyfen, famoxadon, fenamidon,
iprovalicarb,  benthiavalicarb-isopropyl, fluopicolid, pyribencarb, streptomyxin,

kasugamixin, hodc validamyxin.

Céc hop chat co hoat tinh diét con trung bao gém axephat, dichlorvos, EPN,
fenitothion, fenamifos, prothiofos, profenofos, pyraclofos, chlorpyrifos-metyl,
chlorfenvinphos, demeton, ethion, malathion, coumaphos, isoxathion, fenthion, diazinon,
thiodocarb, aldicarb, oxamyl, propoxur, carbaryl, fenobucarb, ethiofencarb, fenothiocarb,

pirimicarb, carbofuran, carbosulfan, furathiocarb, hyquincarb, alanycarb, methomyl,
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benfuracarb, cartap, thioxyclam, bensultap, dicofol, tetradifon, acrinathrin, bifenthrin,
xycloprothrin, xyfluthrin, dimefluthrin, empenthrin, fenfluthrin, fenpropathrin,
imiprothrin, metofluthrin, permethrin, phenothrin, resmethrin, tefluthrin, tetranethrin,
tralomethrin, transfluthrin, xypermethrin, deltamethrin, xyhalothrin, fenvalerat, fluvalinat,
cthofenprox,  flufenprox, halfenprox, silafluofen, xyromazin, diflubenzuron,
teflubenzuron, fluxycloxuron, flufenoxuron, hexaflumuron, lufenuron, novaluron,
penfluron, triflumuron, chlorfluazuron, diafenthiuron, methopren, fenoxycarb,
pyriproxyfen, halofenozid, tebufenozid, metoxyfenozid, chromafenozid, dixyclanil,
buprofezin, hexythiazox, amitraz, chlordimeform, pyridaben, fenpyroxymat, flufenerim,
pyrimidifen, tebufenpyrad, tolfenpyrad, fluacrypyrim, axequinoxyl, xyflumetofen,
flubendiamid, ethiprol, fipronil, ethoxazol, imidacloprid, nitenpyram, clothianidin,
axetamiprid, dinotefuran, thiacloprid, thiamethoxam, pymetrozin, bifenazat,
spirodiclofen, spiromesifen, flonicamid, chlorfenapyr, pyriproxyfen, indoxacarb,
pyridalyl, spinosad, avermectin, milbemyxin, azadirachtin, nicotin, rotenon, chit BT, chét
entomopathogenic virut, emamectinbenzoat, spinetoram, pyrifluquinazon,
chlorantraniliprol, xyenopyrafen, spirotetramat, lepimectin, metaflumizon, pyrafluprol,

pyriprol, dimefluthrin, fenazaflor, hydrametylnon, hodc triazamat.

Céac hop chit c6 hoat tinh diét cd bao gém mefenacet, daimuron, pentazon,
prometryn, bensulfuron-metyl, pyrazosulfuron-etyl, imazosulfuron, xyhalofop-butyl,
oxaziclomefon, fentrazaid, clomeprop, anilofos, benzobixyclon, cafenstrol, pentoxazon,

indanofan, DCMU, linuron, hodc trifluralin.

Theo khia canh dwoc wu tién, sang ché dé& xuit ché phdm két hop bao gdm: ché
pham héa nong dang huyén phu chita nuéc bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-
floquinolyl-4-axetat lam thanh phén hoat tinh va (b) chit c6 hoat tinh bé mit anion hodc
chét c6 hoat tinh bé mat khong ion; va hop chét ¢ hoat tinh diét khuan, diét con trung,

hodc diét cé.

Theo khia canh dugc wu tién khic ciia sang ché, trong ché phdm két hop, ché phdm
héa nong dang huyén phi chira nu6e bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-

4-axetat lam thanh phan hoat tinh va (b) chit c6 hoat tinh bé mit anion hodc chét c¢6 hoat
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tinh bé mat khong ion dugc dé xuit ¢ dang ché pham thir nhat, va hop chat c6 hoat tinh
diét khuén, diét con trung, hodc diét ¢ duoc d& xuit & dang ché pham thir hai chia hop
chét 1am thanh phan hoat tinh. Trong trudng hop ndy, ché phdm tht hai ¢6 thé & dang liéu
bét ky chtra hop chét két hop voi chit mang hodc ta duoc thich hgp. Ché pham két hop

nay c6 thé duoc dé xuit & dang thudc hodc tuong tu.

Van theo khia canh khéc, sang ché d& xuit phuong phap bao gdbm dung ché pham
hoa ndng dang huyén phu chira nudc bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-
4-axetat lam thanh phén hoat tinh va (b) chét ¢co hoat tinh bé mit anion hodc chit c¢6 hoat
tinh bé mat khong ion va hop chét c6 hoat tinh diét khudn, diét con trung, hodc diét co

ddng thoi hodic riéng 1& v6i nhau (t6t hon 14 ddng thoi) cho ving can xir ly.

Theo khia canh khac, sang ché dé& xuat phuong phap bao vé thuc vat hitu ich khoéi
bénh va con tring gay hai, phuong phap nay bao gébm diung ché pham héa ndng dang
huyén phii chira nuéc bao gbém (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam
thanh phén hoat tinh va (b) chét c6 hoat tinh bé mit anion hodc chit c6 hoat tinh bé mit
khong ion va hgp chét c6 hoat tinh diét khuén, diét con trung, hodc diét co déng thoi hodc

riéng r& v4i nhau (t6t hon 1a déng thoi) cho ving can xi ly.

Theo phuong phép nay, viéc dung “ddng thdi” bao gdm trudng hop, trong d6 ché phadm
hoa ndng dang huyén phu chira nude bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-
4-axetat lam thanh ph?m hoat tinh va (b) chit c6 hoat tinh b& mat anion hodc chit c6 hoat
tinh bé mat khong ion va hgp chét ¢ hoat tinh diét khudn, diét con trung, hodc diét co
duoc tron v6i nhau trudce khi dung cho dat can xir 1y va hdn hop duoc ding cho ving muc
tiéu. Mat khéc, viéc dung “riéng r&” bao gém truong hop, trong d6, khong tron trude ché
phim hoa nong dang huyén phi chia nuéc bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-
floquinolyl-4-axetat 1am thanh phan hoat tinh va (b) chét ¢6 hoat tinh bé mit anion hoic
chit c6 hoat tinh bé mat khong ion va hop chét c6 hoat tinh diét khuén, diét con tring,
hodc diét co, ché pham hoa ndng dang huyén phi chira nude bao gbém (a) 6-tert-butyl-2,3-
dimetyl-8-floquinolyl-4-axetat lam thanh phan hoat tinh va (b) chit c6 hoat tinh bé mat
anion hodc chét c6 hoat tinh bé mat khong ion dugc dung trudce khi dung hop chét c6 hoat

tinh diét khuan, diét con tring, hodc diét cd, va truong hop trong do ché phém hoéa ndng
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dang huyén phu chtta nudc bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat
lam thanh phﬁn hoat tinh va (b) chét c6 hoat tinh bé mit anion hodc chat c¢6 hoat tinh bé
mat khong ion dugc dung sau khi dung hop chét ¢6 hoat tinh diét khuan, diét con trung,
hodc diét cd.

Theo khia canh duoc wu tién khéc, sing ché dé& xuit phuong phap bao vé thuc vat

hiru ich khéi cac bénh va con tring gay hai, phuong phap nay bao gdm ding

(1) ché pham thtr nhit bao gdm ché pham hoa néng dang huyén phu chira nudc
bao gdm (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat va (b) chit c6 hoat
tinh bé mat anion hodc chét c6 hoat tinh bé mat khong ion lam thanh ph?ln hoat

tinh va

(2) ché phém th hai bao g&n hop chit c¢6 hoat tinh diét khuan, diét con trung,

hodc diét ¢6 lam thanh phén hoat tinh
cho viing can xt ly.

Ché phdm hodc ché phiam két hop theo sang ché néu can thiét c6 thé duoc pha
lodng véi nudc hodc chét tuong tu trude khi st dung trong vi€c xr ly nhu la rai, phun,
hodc tham wét ving can xtr Iy. Céc vi du cu thé ciia viée xir Iy bao gdm viée ding cho ban
than thuc vat hitu ich (xur ly 14) va dung cho vung gieo tréng thuc vét hitu ich (vi du, dat,

Ia nudce, hodce cac hop gieo trong cay giong con).

Theo khia canh khéc, sang ché d& xuit phuong phap bao vé thuc vat hitu ich khoi
céc bénh va con tring gy hai, phuong phap nay bao gdm dung luong c¢6 hiéu qua cta ché
phim hoic ché pham két hop theo sang ché cho ving can xir ly. Thuét ngir “viing can xur
ly” dé chi ving nén duoc xir Iy bang cach st dung ché pham theo sang ché cho muc dich
bao vé thuc vat hitu ich. Do d6, cdc vi du bao gdm ban than thuc vat hitu ich, vung gieo
trong thuc vat hitu ich (vi du, dét, lua nude, hodc cac hop gieo trdng cay gidng con). Ving

can duoge xu ly t6t hon 14 ban than thuc vat hitu ich.

Van theo khia canh khéc, sdng ché d¢ xuat viéc sit dung ché pham hodc ché phim

két hop theo sang ché dé bao vé thuc vat hitu ich khoi cac bénh va con trung gay hai.
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Luong ché phiam hodc ché phdm két hop theo sang ché duoc dung c6 thé thay doi
phu thudc vao diéu kién bao quan, tinh trang phat trién cua thuc vét, ty 1€ tron cua thanh
phén hoat tinh, thoi diém dung, phuong phap xir 1y, va loai bénh duoc phong trir. Thong
thuong, luong ché pham hodc ché phdm két hop theo sang ché da dung 14 tir 1 dén 1500g,
t6t hon 1a tir 10 dén 150g thanh phin hoat tinh /10A (1000m?) dit gieo trdng. Vi du, khi
ché pham hodc ché phdm két hop theo sang ché dugce ding cho cy lda, luong ché pham
hodc ché pham két hop theo sang ché duoc dung 1a tir 5 dén 500g, t&t hon 1a tir 10 dén
100g thanh phan hoat tinh/10A (1000m?) dét gieo trdng.

Theo khia canh duoc wu tién, sang ché dé xuit phuong phap kim ham sy thiy phan
cua 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat, phuong phap cai thién kha nang phan
tan lai, va phwong phap cai thién do 6n dinh bao quan, cic phwong phap niay bao gom
thém (b) chét c6 hoat tinh bé mat anion hodc chit c¢6 hoat tinh bé mit khong ion vao (a) 6-

tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam thanh phan hoat tinh.

Theo khia canh dugc wu tién khac, sang ché dé xuét phuong phap kim ham sy thuy
phén cua 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat, phuong phap cai thi¢n kha nang
phén tan lai, va phuong phap cai thién do 6n dinh bao quan, cic phuong phap nay bao
gém thém (b) chit c6 hoat tinh bé mat anion hodc chit c¢6 hoat tinh bé mat khong ion va
tricanxi phosphat va/hodc hop chit c6 hoat tinh diét khuén, diét cén trung, hoac diét co
lam thanh phan hoat tinh vao (a) 6-tert-butyl-2,3-dimetyl-8-floquinolyl-4-axetat lam thanh
phan hoat tinh.

Séang ché con duge minh hoa béng cac vi du va vi du so sanh sau ma khong nham
muc dich gidi han sang ché.
Vi du thwe hién sang ché
Vi du diéu ché

Tron hop chit A, chit c6 hoat tinh bé mat, chét chéng dong, chét chéng tao bot, va
mot phan nude vao méay khudy theo cong thirc (thanh phan va ty 18) cu thé trong bang 1
va 2 duéi ddy dé tao ra bot nhdo. Nghién bot nhdo trong mdy nghién wét thanh duong

kinh hat l1a 2pm. Thém chét lam ddc, tricanxi phosphat, va nudc con lai vao bot nhdo da
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nghién, va khudy bot nhio dén trang thai dong nhét. Do d6, tao ra cic ché pham héa néng

dang huyén phu chira nudce cta cdc vi du tir 1 dén 9 va cac vi du so sanh tir 1 dén 7.

Bang 1

Vidu 1 2 3 4 5 6 7 8 9

Hop chat A *1 20,7 | 20,7 | 20,7 | 20,7 | 20,7 | 20,7 | 20,7 | 20,7 | 20,7

Sorpol T-20SPG *2 | 5,0 5,0

Newkalgen FS- 5,0 5,0
700SW *3

Newkalgen FS- 5,0 5,0
77PG *4

Newkalgen CP-15- 5,0 5,0
200 *5

SOPROPHOR 5,0
4D384 *6

Propylen glycol 5,0 5,0 5,0 5,0 5,0 5,0 5,0 5,0 5,0

Chat chong tao bot| 0,5 | 05 | 0,5 | 0,5 | 0,5 | 055 | 05 | 05 | 0,5

silicon

Dung dich nué6c| 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0

cia gém xanthan

1%

Tricanxi phosphat 1,0 1,0 1,0 1,0 1,0

Nudce Con | Con | Con | Con | Con | Con | Con | Con | Con
lai lai lai lai lai lai lai lai lai

Do pH ban dau 48 | 64 | 52 | 64 | 54 | 66 | 49 | 60 | 47
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(Chtr s6 1a % theo trong lugng; thém nudc vao thu dugc lugng téng 1a 100%; do pH ban

dau 1a gia tri pH trude khi bao quan & 50°C theo céc vi du thir nghiém sau day.)

Béang 2
Vi du so sanh 1 2 3 4 5 6 7
Hop chat A *1 20,7 | 20,7 | 20,7 | 20,7 | 20,7 | 20,7 | 20,7
SANX P-252 *7 5,0 5,0
Bot DEMOL EP *8 5,0
DEMOL N *9 5,0 5,0
Morwet D-425 *10 5,0 5,0
TAYCAPOWER BC2070M *11 1,0 1,0 1,0 1,0
Propylen glycol 5,0 5,0 5,0 5,0 5,0 5,0 5,0
Chét chdng tao bot silicon 05 | 05 | 05 | 05 | 05 | 0,5 | 05

Dung dich nuéc cia gom xanthan | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0
1%

Tricanxi phosphat 1,0 1,0

Nudce Con | Con | Con | Con | Con | Con | Con
lai lai lai lai lai lai lai

D6 pH ban dau 58 | 60 | 97 | 63 | 75 | 1,7 | 66

(Chit sb 12 % theo trong luong; thém nudc vao thu duoc lugng tong 13 100%; dd pH ban

dau 1a gia tri pH trudce khi bao quan & 50°C theo cac vi du thir nghiém sau day.)
*1: 6-tert-butyl-2,3-dimetyl-8-floquinolyi-4-axetat (d0 tinh khiét: 96,83%)

*2: polyoxyetylen (19) styrylphenyl ete nhom sulfat propylen glycol: 20% (TOHO
Chemical Industry Co., Ltd.)

*3: natri polyoxyalkylen arylphenyl ete sulfat-nu¢c (Takemoto Oil & Fats Co., Ltd.)
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*4: nhom polyoxyetylen arylphenyl ete sulfat propylen glycol (Takemoto Oils & Fats Co.,
Ltd.)

*5: polyoxyalkylen arylphenyl ete (Takemoto Oils & Fats Co., Ltd.)

*6: nhom polyoxyetylen (16) tristyrylphenyl ete sulfat (Rhodia Nicca)

*7: natri ligninsulfonat (NIPPON PAPER CHEMICALS Co., Ltd.)

*8: copolyme cua axit alkylmaleic (Kao Corp.)

*9: san pham ngung tu natri naphthalensulfonat formalin (Kao Corp.)

*10: san pham ngung tu natri alkylnaphtalensulfonat formalin (LION AKZO CO., LTD.)

*11: canxi dodexylbenzensulfonat (TAYCA Corp.)

Vi du tht nghiém

Bao quan ché pham hoa nong dang huyén pht chtra nuée didu ché theo cac vi du
tir 1 dén 9 va céac vi du so sanh tir 1 dén 7 trong lo thiy tinh & 50°C. Sau khi bdo quén
trong khoang thoi gian xéac dinh trude, phan tich ché phdm hoa ndng dang huyén phu
chira nuéc dé xac dinh thanh ph?m hop chit A, va xac dinh tbc do phan huy dua vao su
thay d6i thanh phan tir thanh phan ban dau. Hon nita, danh gia kha ning phan tan lai sau
thoi gian 2 thang tir khi bat dau bao quan & 50°C. Cac két qua cua thir nghiém duoc chi ra
& bang 3 va 4. Trong céac bang 3 va 4, “50°C x 1 thang” va “50°C x 2 thang” nghia la viéc
bao quan mau trong mot thang & 50°C va viéc bao quan mau trong hai thang & 50°C,

1333

trong ing. “-* nghia la phép do khong dugc thuc hién.
Céc diéu kién phan tich HPLC

Cot: Inertsil ODS-2 (5um; san xuét béi GL Sciences Inc., 4,6mm dudng kinh trong x

250mm chiéu dai
Pha dong: axetonitril/nude = 60/40 (% thé tich)
Luu luong: 1,0mL/phut

Nhiét d6 cot: 40°C
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Budc song do tim: 254nm
Céc diéu kién do kha niang phan tan lai

Lay méu tir may u 50°C dé & nhiét do trong phong dé lam mat ty nhién. Dt mau
da 1am mat & nhiét do trong phong vao lo, va, trong truong hop nay, lo duoc ddo mot lan /
giay. Khi ¢6 thé dat duoc su phén tan déng nhét, lo duge dao 10 1an hoic it hon, danh gia
kha nang phan tan lai 12 o; va, khi khong thé dat duogc sw phan tin dong nhat thi lo dugc

[13K13

dao 10 1an, dénh gia kha ning phén tan lai 1a x. “-“ nghfa la ¢6 thé do duoc.

Bang 3

Vidu 1 2 3 4 5 6 7 8 9

Toc do phan hay sau khi ¢ | 0,3 | 0,0 | 0,8 | 0,0 | 84 | 1,0 | 45 | 0,7 | 122
50°C x 1 thang, (%)

Téc do phan hity sau khi 6| 43 | 3,0 | 85 | 0,1 |241| 34 | 172 33 [13,5
50°C x 2 théng, (%)

Kha nang phan tan lai sau| o 0 0 0 0 0 0 0 0
khi & 50°C x 2 thang
Bang 4
Vi du so sanh 1 2 3 4 5 6 7
Téc do phan hiy sau khi 10,5 10,8 4,8 96,3 | 95,2 | 96,9 | 46,9

& 50°C x 1 thang, (%)

Téc dd phan hiy sau khi - ] ; - ] ; }
& 50°C x 2 thang, (%)

Kha ndng phin tan lai X X X - - - -

9 e} r ,
sau khi 6 50°C x 2thang | 5500 hanh | Pong banh | Két tu
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Céc két qua trén minh hoa cho thiy rang viéc thém chit ¢6 hoat tinh bé mit anion
hodc chét c6 hoat tinh bé mit khong ion lam cai thién do dn dinh bao quan cua ché phém
dang huyén phu chtra nude ctia hop chéit A, nghia 13, ngan su thiy phan cta hop chét A,
va ¢6 thé dua ra cac ché phim c6 kha ning phan tan lai. Hon nita, cac két qua nay ciing
chung minh duoc rang viéc thém tricanxi phosphat vao ché phdm c6 thé thiy rd do 6n

dinh bao quan dugc cai thién hon.
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YEU CAU BAO HO

1. Ché phim héa nong dang huyén phi chira nude bao gdm: (a) 6-tert-butyl-2,3-dimetyl-
8-floquinolyl-4-axetat lam thanh phén hoat tinh; va (b) chét hoat dong bé& mit anion hodc
chét hoat dong bé& mat khong ion, trong do chét hoat dong bé mat anion hodc chat hoat
dong bé mat khong ion (b) nay 1a chét hoat dong bé mit polyoxyetylen arylphenyl ete
hodc chit hoat dong bé mit polyalkylen arylphenyl ete.

2. Ché phim héa néng dang huyén phu chtra nuéc theo diém 1, trong d6 ché phdm nay
con chtra (¢) tricanxi phosphat.

3. Ché phdm hoa nong dang huyén phil chira nuée theo diém 1 hodic diém 2, trong d6 ché
phim nay c6 gia tri pH la tir 5,5 dén 9,0.

4. Ché pham hoéa nong dang huyén phi chira nude theo diém bat ky trong sb cac diém tir
1 dén 3, trong d6 ché pham nay con chira (d) hop chat c¢6 hoat tinh diét khuén, diét con

trung, hodc diét ¢o lam thanh phan hoat tinh.

-17-





