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Phuadng phap luan

Cac don va bang sang ché khac nhau dwoc chiét xudt tr ngudn Patbase (Minesoft) va FamPat
(QUESTEL) va dugrc kiém tra lai thdng qua co sé& dit liéu Patentscope (WIPQO), ESPACENET va USPTO hodc
céc co so dit liéu cda cac co quan sang ché qudc gia khac. Patbase va FamPat tap hop cac don sang ché
lai thanh cdc ho sdng ché va bao gdm toan bé cac Iinh vure dwoc tim thay trong cac tai liéu sdng ché dugc
95 co quan sang ché cdng bd. Patbase va FamPat tdp hop cédc don sdng ché tuong (ng thanh cac ho
sang ch& INPADOC va FamPat (dinh nghia c6 thé tim th3y trong phu luc “Thuat ngit”).

Phuong phdp ludn tra ciru duoc s& dung cho bdo cdo nay la sy két hop cac toan tlr logic théng thuong
(VA, HOAC va VA KHONG) véi nhiéu toan tir tra ctru phirc nhw cac ky tw cut (& phan gitra hodc phan dau
cla tlr), tra clru theo mét didy cac tir lién ti€p nhau hodc mot vai tir trong cing mot cdu hodc mét doan.
Viéc tra ctru theo tir khoa cé thé thuc hién & tén, tdm tat hodc yéu cau bdo ho cla tai liéu sang ché.

Tra cltu sang ché& duoc gidi han hodc mé rong bang viéc st dung cac chi s& Phan loai sdng ché quéc té
(IPC), Phan loai sang ché& Chau Au (ECLA), Phan loai sang ché M§ (USPC) hodc Phan loai sang ché Nhat
(Japan FI).

Tra cru sang ché khong bi gidi han bang cac dit liéu ngay nép don hodc ngay wu tién.

Mot tap hop dit liéu dwoc xac nhan 13 chinh xac va/hodc dugc hiéu chinh bang viéc kiém tra cac tai liéu
tim duoc.

Viéc xr ly di liéu thé va toan bd cac théng ké dwoc thuc hién bang céch sir dung phan mém Intellixir
(www.Intelixir.com).

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012
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TOm tat bao cao

B&o cdo toan canh sang ché nay dé cap cac dén cac hoat chat cla vac xin phong nglra cac bénh truyén
nhiém. Bo cdo ddc biét tap trung vao ba bénh chinh: vac xin ngira phé cau khuan két hop & ngudi, vac
xin phong nglra bénh thuong han két hop & ngudi va vac xin phong nglra bénh ciim & ngudi. Bao céo
ciing tap trung phan tich s6 don sang ché ndp vao Brazil, An D6 va Trung Quédc.

Theo T8 chirc Y t& thé gidi, vac xin duoc dinh nghia 13 bat ky mot ché phdm nao dung dé tao mién dich
d6i v&i mot loai bénh bang céch kich thich co thé sdn xuat khang thé. VAc xin bao gdbm cac vi sinh vt
trong huyén phu d3 bij giét hodc bi 1am yéu di hoac la cic sdn pham hodc cac dan xuat tir vi sinh vat. Dai
vdi strc khoé cong dong vac xin ¢ mot vai tro rat quan trong vi nd da ngdn ngira dwoc nhiing bénh dich
I&n nhwng khdng phai [a tat ca. Vi vay, viéc phat trién cdc loai vac xin méi van con 13 yéu cau dé day lui
cac can bénh, vi du nhu HIV hodc s6t rét va cling dé cai thién cac vac xin hién cé do sy xuat hién cla céc
chiing gay bénh madi nhu bénh cam.

Sau phan giai thich vé phuong phdp luan tra clru, dé tim kiém cac ho sang ché lién quan dudi day, bao
cdo nay duoc bat dau bang mot phan tich téng thé cac géi dit liéu vé céc ho sang ché bdo hd cac hoat
chat clia vac xin phong nglra cac bénh truyén nhiém. Sy phan tich tong thé nay d3 cho ta biét rang cé
hon 11800 ho sang ché dugc ndp trong giai doan tir 1921 dén 2011 trong d6 trung binh khoang 50% s6
ho sang ché cé it nhat mdt bang doc quyén con hiéu lwc va 60% cé don PCT. Truwde day, Anh va Hoa Ky 1a
nhitng qudc gia cé hoat dong bao hd sang ché chl yéu. Ngay nay, Hoa Ky van 13 qudc gia chiém wu thé
trong Iinh virc ndy nhung trong thap nién gan day da gdp phai thach thie tir Trung Qudc. Nhat Ban, Nga
va cac co quan sang ché khu virc va qudc gia chau Au cling trd thanh cac vij tri tich cuc trong viéc ndp
don sédng ché. Cac co quan ndp don [an hai chl yéu 13 cac co quan quédc gia va khu vuc chau Au ciing
nhu 13 Hoa Ky. Ngudi ndp don phd bién nhat cé thé nhan thay |a cac phong thi nghiém cla chinh phd
Hoa Ky (US Government laboratories) va cong ty GlaxoSmithKline (GSK). Tiép theo la cic vién nghién ctru
cla Nga, cac cong ty duoc Idn khac (vi du Pfizer, Novartis) va cac vién nghién ciru chuyén nganh quan
trong khac vé cac bénh truyén nhiém (vi du Vién Pasteur).

M6t phan tich sau hon vé Brazil, An D8 va Trung Quéc s& chi ra mot sy gia ting lién tuc cta cac don ndp
d3u tién vao ba nudc nay. Tuy nhién cac don sang ché cla Brazil va An D6 van con & mirc dd khiém tén
(khodng 70 ho sang ché trong giai doan nay). Mac du vy, di? liéu cla An D6 can phai xem xét than trong
vi thuc té& rang thong tin sang ché vé Iinh viee ndy van chua duoc day da trong co s& dit liéu thé gidi.
Trong s ba nudc ndi trén thi Trung Quéc déng vai trd di dau trong sd cac don sdng ché. S6 liéu don
sang ché Trung Qudc bat dau cé tir 1985 va tir d6 duoc tang 1én lién tuc dé dat téi hon 180 don ndp dau
tién vao ndm 2010. Nghién clru tap trung vao cac don nop dau tién vao Trung Qudc d3 chi ra rang hoat
dong bdo ho sang ché nay bat ngudn chl yéu tir cac vién han 1dam khoa hoc va cac trwdng dai hoc Trung
Quéc. Trong s6 cac nha ndp don tich cuc rat khé tim thay bat ky mét ngudi nép don nao thudc khéi
céng nghiép Trung Qudc.

Toan canh sdng ché toan cau vé cac hoat chat cla vac xin phong nglra cac bénh truyén nhiém dé cap
dén mot s lwong I6n cac ho sang ché. Diéu quan trong 1d can nhdé rang cé nhiéu dang sang ché khac
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nhau trong géi di¥ liéu nay ma déi khi khdng thé so sdnh ching véi nhau. Théng tin ¢ thé chi lién quan &
murc d6 vi md. DEé co thé dua ra mdt cai nhin chinh xdc hon vé mét Iinh vire cdng nghé thi nén phan tich
s6 lwvong ho sang ché it hon, dé tir d6 tap trung vao mot linh vuc cu thé.

D6 chinh 1d muc dich cla ba bdo cdo toan canh sang ché nay, trong dé mdi bao cdo chi tap trung vao
mot loai vac xin.

B&o cdo th(r nhat tap trung vao cac ho sdng ché bao hd vé hoat chat clia vac xin ngira phé cau két hop &
ngudi. GOi dit liéu bao gbm 165 ho sdng ché, ho sdng ché dau tién nép don vao ndm 1979. Trong sb cac
ho sang ché nay cé khodng 40% cé it nhat mot bang doc quyén sang ché con hiéu lyc va 70% 13 don PCT.
Hoa Ky va Anh 13 nhitng quéc gia c6 hoat ddng bao hd sdng ché chi yéu. Trung Quéc véi hoat dong sang
ché& bdo hd sang ché tich cuc gan day, da trd thanh mét co quan ding vi tri thi ba vé s& don sang ché
nép dau tién. Cac cdng ty duwoc chiém wu thé chinh trong linh vee nay va dac biét 1a céc tap doan duoc
I&n nhu GSK, Novartis, Pfizer cé khuynh huéng bao hd cac sang ché cia minh trén pham vi dia ly réng
I&n. Sy hién dién cta mot s6 ho sang ché phirc, md réng viéc bao hd cac sdng ché ban dau, da lam ndi
bat 1én mot chién lwoc bao hd sang ché quan trong dwoc cac cong ty nay trién khai nham chiém wu thé
trén thj trwdng. Cling can lvu y dén hoat ddng bao hd sang ché tich cyc gan day cla Novartis, cling nhu
thuc té€ trai nguoc véi GSK va Pfizer, thi tap doan dugc nay van chua thj trudng hda vac xin phé cau két
hop & nguoi.

Bdo cdo thi hai tip trung vao cac ho siang ché& bdo hd cac hoat chit cla vac xin phong nglra bénh
thuong han két hop & nguodi. Goi dit liéu bao gdbm 36 ho sang ché d3 ndp don tir 1981 dén thang 10
ndm 2011. S8 lwong don ndp it nhw vay cling thé hién s6 lwgng cac bang doc quyén sang ché thap do chi
c6 30% s6 don dé duoc cap bang bdi it nhat mdt vian phong séang ché. Hoa Ky va Anh 13 nhitng co quan
chiém wu thé& vé ndp don d3u tién, nhung An D& dU mudn hon d3 trd thanh nuwdc ding vi tri thd ba. Vic
xin trén thi trwong d3 dwoc phat trién bdi phong thi nghiém cua chinh phd Hoa Ky, Vién y té quéc gia
(NIH), didu d6 co thé giai thich vé vi tri wu thé cla Hoa Ky trong linh vic nay. Van dé thuong han & day
6 sy can bang gilta ngudi ndp don thudc khéi cac vién nghién ciru va khéi san xuat cdng nghiép. Sy mai
ndi 1én ctia An D6 13 do hoat ddng nghién ctru rat tich cwe cla cac vién nghién ciru An D6 dé phat trién
cac loai vac xin thuwong han két hogp méi cho tré em va déc biét 1a Vién nghién ctru An Do ALL.

Bdo cdo thi ba la bdo cdo cudi cung tap trung phan tich vao cac ho sang ché bdo hé cac hoat chat cla
vac xin phong nglra bénh cim & ngudi. Goi dit liéu bao gdm 516 ho sang ché ndp don tir ndm 1941 dén
thang 10 ndm 2011. Mot nira trong s6 dé 1a don PCT. Ty 1é bang ddc quyén sang ché khong cao 1am, chi
dat t&i 40%. Hoat dong bdo ho sang ché rat manh & Hoa Ky, Nga, Trung Qudc, Anh va Nhat Ban. Vac xin
c6 hiéu qua dau tién duogc trién khai vao ndm 1944 nho sy tro gitp cla quan doi Hoa Ky d3 duoc bat
dau bang sy nghién ctru tich cuc trong cac phong thi nghiém cla chinh phl Hoa Ky. Phan tich nay d3
khang dinh vi tri chiém wu thé thudc vé Hoa Ky mac du céc Vién nghién clru cla Nga va cac tap doan
duoc 1&n nhu Novartis va GSK cling tré thanh nhitng ngudi ndp don dan dau trong linh vue nay. Vi tam
quan trong v& mat kinh té, Iinh vurc nay d3 chi ra nhitng ngudi ndp don mdi va viéc bao hd sdng ché &
pham vi dia ly rong, d3c biét |a cho cac sdng ché duwoc ndp don bdi cac cong ty san xuat dwoc pham.
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DE& v& |én mdt birc tranh chi ti€t hon nita vé ba linh vue trong tam nay thi can phai tich hop thong tin tir
bdo cdo toan canh vé sang ché vdi thi trwdng va dir liéu dugce x& ly lién hop cling nhu phan tich vé sy
phan chia cong nghé cla cac géi dit liéu nay. Didu nay cé thé gitp hiéu biét t6t hon vé chién luvgc cla céc
cong ty va mot bire tranh rd rang hon vé ndi dung ho so sang ché clia mdi cong ty.
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Gidi thié
Bdo cdo toan canh sang ché nay dua trén dy an cia Chuong trinh nghi sy phat trién cda WIPO

DA 19 30_31_01 (“Phat trién cac cong cu dé truy cip thong tin sang ché&”) trinh bay trong tai liéu
CDIP/4/6 duwoc thong qua tai ky hop th tw clia minh dién ra tir 16/11 dén 20/11/20009.

Dy 4n WIPO dugc thdng qua nay gdm cé 12 bdo cdo toan canh sang ché duwoc chuan bi trong thoi gian
2010-2011. Céc béo cdo toan canh sang ché dugc dy tinh dé trd thanh mét dich vu chuan trong tuong
lai cha WIPO lién quan dén van dé truy cip va khai thac hoan thién thdng tin sdng ché.

Bdo cdo toan canh nay duwgc WIPO va WHO hop tac soan thao vé ddi mdi, thong tin, bang chirng va
nghién ctru (IER). N6 dung dé gdép phan vao viéc thi hanh mét s& phan cla tdm phan trong chién lwoc va
k& hoach hanh déng toan ciu vé Y t&, Sdng tao va S& hiru tri tué cia WHO (GSPOA).

Muc dich clia bdo cdo toan canh sang ché vé vac xin lién quan dén sang ch& nham tim ra mé hinh vé
hoat dong bdo hd sang ché va sang tao trong pham vi nghién ctru va sdn xuat vac xin dé tao thuan loi
cho s khdi dau cla cong nghé vac-xin ma cé thé cé trién vong duoc st dung & cac nudc dang phat
trién thdng qua viéc nghién ctru toan dién gitta cac bang doc quyén va cac don sang ché dugc ndp trong
linh vic ndy. Phan thi nhat (phan 1) sé bao gdbm cac vac xin phong nglra cac bénh truyén nhiém cla
ngudi va dong vat néi chung. Phan ndy nham muc dich cung cdp mét cai nhin téng quan vé hoat dong
bdo ho sang ché trong pham vi vic-xin bang phuong tién phan tich théng ké&. Phan hai (phan 1) s& bd
sung mdt blrc tranh ré rang bang viéc tap trung phan tich riéng biét vao su bao hd sang ché lién quan
dén vac xin phong ngtra ba loai bénh truyén nhiém clia ngudi cé chon loc cé tdm quan trong lén déi véi
kinh t& va strc khoe: vac xin nglra phé cau (Streptococcus pneumoniae) két hop; vac xin phong nglra
bénh thuwong han két hop; va vac xin phong nglra bénh cim. Ngoai viéc trinh bay cac mé hinh thong ké
twong &ng vé hoat dong bao hd sang ché&, phan Il cla bao cdo nay cling nham muc dich nhan dién toan
bd cac ho sang ché lién quan va bé sung bang cac co s& dit liéu tuwong ng bao gdm ca céc ho sang ché
nay. MAi phan clia bdo cdo nay ciing bao gdbm phan tap trung phan tich hoat déng bdo ho sang ché cla
Brazil, Trung Quéc va An D.

Pham vi clia bdo cdo toan cadnh sang ché& nay 1 nham vao cac ho sdng ché bdo hd sang ché lién quan tryuc
ti€p tdi vac-xin, nghia 13 bat ky sang ché nao cé bdo hé mdt khia canh bat ky nhu hoat chat (khang
nguyén, khang thé) cling nhw cac dan xuat clia ching, cac t6 hop, phwong phap hodc san xuat, s dung...
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1. Cac hoat chat clia vac xin phong
ngua cac bénh truyén nhiém
1.1. Phwong phap luan tra cou

1.1.1. Gigi thiéu

Phan nay mé ta phuong phap luan tra clru dwoc trién khai dé tim kiém cac bang doc quyén va don sang
ché& c6 yéu cau bao ho cac hoat chat clia vac xin phong nglra bénh truyén nhiém & ngudi va dong vat.
Viéc tuwdng thuat qua trinh tra clru cho thay viéc tra ctiru duoc thue hién nhu thé nao. N6 cling mé ta cac
cdng cuy, co s& dit liéu riéng biét va nhitng thach thirc gdp phai va cac phuong phap gidi quyét nd. Phan
nay cling ban luan vé céc gidi han cuta viéc st dung cac chi sé phan loai sdng ché (IPC, ECLA...) khi tim
kiém cac don va bang sang ché lién quan dén cac hoat chat clia vac xin. Vi mot s6 luong rat 1én cac don
va bang sang ché cé trong co s& dit lieu d3 duwoc cong b, nén cé thé dugc xem |a day dd ma khong cé
nhiéu. Nguoi ta wéce tinh khoang 5 t&i 10% ho sdng ché cé lién quan bi bd sét va cling khoang 5-10% ho
sang ché& khong c6 lién quan va dé ciing 1a gidi han dé khong anh hudng téi xu huwéng, phan tich va vién
canh toan cau cla phan nay trong bdo cdo la chi nham trinh bay cdc mé hinh théng ké téng quan cla
hoat déng bdo hd siang ché trong pham vi nay.

1.1.2. Phuong phap luan va co so dit liéu

Viéc nghién cttu co s& duoc thyc hién dau tién bang cach tim kiém cac tai liéu vé vac xin phong ngira
bénh truyén nhiém nham Iya chon cac tir khod dé xay dwng cac biéu thirc tra ctru va dic biét gidp ching
ta xac dinh sy thich hgp cla mot ho sdng ché khi so sanh véi mét ho sang ché khac, dua vao d6 chi cé
sang ché mo ta “cac hoat chat” dugc dua vao xem xét. Cac bai bao téng quat vé vac xin phong nglra
bénh truyén nhiém dugc tim thay trén Internet cling 1a c6 ich dé tao ra mot danh sach céc tir khoa'.

Budc tiép theo 13 xem xét cac phan loai sdng ché dugc sir dung dé xac dinh chi s6 phan loai sang ché lién
quan dén vac xin phong ngira cac bénh truyén nhiém.

V@i mét danh sach céc tir khda va céc chi s6 phan loai sdng ché duogc thiét 1ap nhw d3 mé ta, cac biéu
thire tra ciru dwoc xay dung va chay trong co sé dit liéu Patbase (MinesoftTM).

! http://www.who.int/topics/vaccines/en/

http://en.wikipedia.org/wiki/Vaccine

see appendix 2
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1.1.3. Nghién cttu co s&

Xem xét cac tai liéu

Vac-xin 1a mot ché phdm duwoc lam tir chinh cac vi khuan (ky sinh trung, vi rat, vi khuan) d3 bj chét hodc
bi Idam yé&u di hodc cac san pham tinh ché dugc dan xuat tir ching duoc si dung dé tao hé mién dich déi
v3i mot s6 bénh cu thé.

Céc vac-xin phong bénh duoc sitr dung dé tao hé mién dich nglra cac bénh truyén nhiém trong tuong lai
duwoc phan biét véi cac vac-xin liéu phap dung dé diéu tri mot s6 bénh hién d3 ton tai trong co thé (nhw
bénh ung thu).

Céc loai vac-xin khac nhau dwoc sdn xuat hodc duwoc phét trién nhu cac vac-xin bat hoat, vac-xin giam
ddc luc, vac-xin siéu phan tlr, vac-xin két hop, vac-xin toxoid, vac-xin DNA, vac-xin véc-to tai t6 hop hodc
vac-xin téng hop.

Su phan tich nay tap trung vao cac bang hodc cac don sang ché bdo hd cac hoat chat cla vac xin phong
bénh d&i véi cac bénh truyén nhiém. Tiép theo su xac dinh nay, ching tdi loai trir ra khéi nghién cttu nay
cac bang hodc don sang ché chi bdo hd vé chan doan lién quan dén cong nghé, vac-xin liéu phép,
phuong phap chung dé san xuat vac-xin trén quy mé I&n cling nhu cac tai liéu chi bao ho cac phuong
phép s dung céc vac-xin hodc vac-xin s dung phu gia (tuy nhién, néu cac phu gia nay hoic cac phuong
phép st dung dugc bao hd trong sang ché |a cac hoat chat clia vac-xin dwgc mo ta rd rang trong nhirng
tai liéu nay thi cling dwoc dua vao co s& dit liéu).

T nghién clru co s&@ ndi trén, mot danh séch céc tir khod dugc thiét 1ap. Danh sdch nay duoc chinh sira
lai trong khi xay dwng chién lwoc tra clru bang cach doc va phan tich cac bang doc quyén va don sang
ché lién quan cling nhu cac bang va don sdng ché duoc tim thay luc ban d3u bang cac biéu thirc mé
rong ma duoc xac dinh 13 khéng thich hop. Viéc dich thuat cé thé (vaccine - vaccina), cadc phuong an
viét khac nhau (immunise = immunize) va cac tir tuong tu (prevent - prevention) duoc st dung trong
cac biéu thirc da chinh stra ma khéng duwoc dé cap trong cac danh sach dudi day. Do dé ma danh sach
nay khéng duoc xem la day da.

Cac tir khod cé kha ning lién guan dén cic don va bang doc quyén sang ché thich hop:

Vac-xin: vaccine, immunise, immunogen, antigen, , subunit, strain, adjuvante, conjugate, attenuated,
inactivated, killed, live. virulent, avirulent, recombinant, prophylatic.

Hoat chat: SEQ ID (chudi peptit)
Phong ngtra bénh va kich thich hé mién dich: prevent, protect, elicit, generate, induce, trigger
Bénh truyén nhiém: infection, virus, bacteria, parasite, VLP (vi rit nhu |3 mot phan nho)

Cac tir khéa khac: subject, patient, man, human, woman, animal
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Cac tir khod cé kha ning lién guan dén cac don va bang sdng ché khdng thich hop:

Cong nghé lién quan dén vac-xin nhwng khong |a hoat chat: adjuvant, probiotic, stabilizer

Cic bénh khéng truyén nhiém: cancer, tumor, carcinoma, neoplasm, melanoma, cytokine, Crohn,
Alzhemer, immune disease, autoimmune, , inflammation, neurotoxicity, amyloid, arthritis, allergy,
sclerosis, leukemia, lymphoma, diabetes, obesity, healing

San xuat vac-xin: cell line, culture, matrix, model, bioreator, reactor, large scale, mass production,
manufacture

Piéu tri va th&r nghiém: assay, diagnosis, detect, immunopotentiation, immunomodulation,
immunostimulation, treatment, therapy, medicament, medicine, compound, monoclonal, graft,
rejection, down regulation, xenograft, implant, transplantation, immunosuppressor

Phan phdi va dang bao ché: deliver, cream, tablet, aqueous, solvent, gel, powder, oil, water, emulsion,
dry

Xem xét cac chi s& phan loai thich hop

Bang viéc nghién clru phan loai sdng ché& qudc t&, chau Au, M§ va Nhat Ban thi khong c6 mét chi s& phan
loai cu thé nao cho vac xin nhung cé mot tap hop cac chi s6 lién quan dén hoat chat cla vac xin nhu 1a
khang nguyén. Tuy nhién nhitrng chi s& nay khéng dic trung cho cac bénh truyén nhiém nhuwng cling bao
gdm cac khing nguyén phong nglra cidc bénh khac. Céc chi s6 twong (rng déi vai cdc ché phdm y hoc cé
chira cac khang nguyén truc ti€p phong chéng cac bénh truyén nhiém cling dugc lya chon. Do vay, cic
chi s6 sau day d3 dwoc tim ra:

Phan loai sdng ché qudc té (IPC):

Lwa chon cac phan nhom cta phan 1&p A61K39 twong (rng vé&i cac dwoc pham co chira
cac khang nguyén hoéc khang thé trwc tiép phong ngtra cac bénh truyén nhiém

Vi du vé cac phan nhém duoc Iwa chon clia phan 1&p A61K39: A61K39/02 (khang nguyén vi khuan),
A61K39/102 (Pasteurelle; Haemophilus), A61K39/225 (vi rat viém da day-ruét truyén qua lgn)

Vi du vé cac phan nhém khdng dwoc lwa chon cha phan I&p A61K39: A61K39/35 (di (rng nguyén),
A61K39/38 (khang nguyén tir ran), A61K39/385 (Ban khang nguyén hodc khang nguyén két hop véi thé
mang)

Ly do dé& khéng chon céc chi s& IPC nao dé 1a do cdc chi s6 nay khéng ddc trung riéng cho cdc bénh
truyén nhiém . Mac dau cac chi nay khong nam trong biéu thirc tra cttu, nd cé thé cé trong cac don va
bang sang ché lién quan va cé gia tri cla co s& dit liéu cudi cung.

Phan loai sang ché Hoa Ky (USPC):
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Lwa chon cac phan nhém cuaa phan |&p 424/184.1 twong (rPng vé&i khang nguyén, epitope
hodc mién dich dac hiéu mién dich kich thich khac dung riéng cho cac bénh truyén
nhiém

Vi du vé cac phan nhém dwoc lwa chon chia phan 16p 424/184.1: 424/193.1 (két hgp hodc phirc hop),
424/204.1 (Vi-rat hodc thanh phan cta nd), 424/254.1 (khuan ho ga)

Vi du vé cac phan nhém khéng dugc lwa chon cia phan 1&p 424/184.1: 424/274.1 (Nam trir khang
nguyén hodc thanh phan clda né hodc chat dwoc san xudt tir ndm noi trén (vi du Trichophyton)),
424/277.1 (T€ bao ung thu hodc thanh phan cda chung)

Céac phan |&p 424/813 dén 424/832 twong (rng v&i cAc vac xin ngra vi-rat hodc vac xin
ngtra vi khuan déi véi mét sé loai déng vat nhw giéng bo hodc gidng ca

Vi du vé cic phan |&p 424/813 dén 424/832: 424/817 (Vac xin nglra vi-rut cho cd), 424/825 (Vac xin
ngtra vi khuan cho giéng lon (vi du con lon...))

Phan loai séng ché chau Au (ECLA):

Lwa chon cac phan nhém cta phan |&p A61K39 twong (rng v&i cac dworc pham cé chiva
cac khang nguyén hoéc cac khang thé phong ngtra trwc tiép cac bénh truyén nhiém

Vi du vé cac phan nhém dwoc lwa chon cla phan I&p A61K39: A61K39/00A (Khdng nguyén archaeal),
A61K39/02T3 (khudn Salmonella), A61K39/193 (Vi-rit viém n3o xam ngya)

Vi du vé cac phan nhém clta phan 1&p A61K39 khdng dwoc Iwa chon: A61K39/35 (Khdng nguyén),
A61K39/395 (Khang thé; Globulin mién dich, Huyét thanh mién dich, vi du huyét thanh khéng té& bao
lympho)

Phan loai sdng ché Nhat Ban (Japan Fl):

Lwa chon cac phan nhém cua phan I&p A61K A61K39 twong rng v&i cac dwoc pham cé
chra cac khang nguyén hoac cac khang thé phong ngtra trwc tiép cac bénh truyén
nhiém

Vi du vé cac phan nhém cha phan I&p A61K39 dwoc Iwa chon: A61K39/002 (Khing nguyén déng vat
nguyén sinh); A61K39/17 (Vi-rdt bénh newcastl), A61K39/295 (Khang nguyén vi-rut da tri (vi-rit bénh
dau bo hodc bénh dau mua A61K39/285); Hon hop khang nguyén vi-rut va vi khuan )

Vi du vé cac phan nhém cla phan I&p A61K39 khdng dwoc lwa chon: A61K39/38 (Khang nguyén tur
ran), A61K39/39 (ddc trung & chat phu gia kich thich mién dich, phu gia hod chat)

1.1.4. Chién luvogc tra clru sang ché

Tra clru sang ché (xem phan phu luc twong trng ddi véi chién lugc chi tiét) dugc bat dau bang viéc xay
dwng mdt tap hop cac don va bang sang ché tim kiém duwoc bang viéc st dung cac chi s& phan loai d3
Iwa chon (tdp hop 1 — biéu thirc tir 1 dén 5). O budc hai, trong pham vi cta tap hop 1, ngudi tra clu
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sang ché st dung su két hop cac tir khoa déc treng cho vac xin dé lwa chon cac don va bang sang ché
lien quan rd rang dén vac xin. Nhdm nhitng sang ché duoc lya chon nay tir tap hop 1 (tic 13 sdng ché
lien quan dé&n vac xin) thi duoc goi a tap hop 2 (cac biéu thirc tir 6 dén 7 —xem hinh 1).

Tai thoi diém nay cla chién luge tra cliru, tap hop 2 dugc chia tadch 1am hai phan nhém (tp hop 2A va
tap hop 2B). Tap hop 2A thu duoc bang cach giao nhau véi tap hop 2 bang cac biéu thirc dugc xay dung
tlr cac tir khod thich hop cao (vi du vac xin, cac biéu thirc tir 8 d&n 19). Tap hop 2B dugc tao thanh tir
cdc tai liéu con lai (tAp hop 2 trir tAp hop 2A — biéu thirc 37). Tai thoi diém nay, tap hop 2A va tap hop
2B c6 chira khoang 80% va 20% sang ché lién quan tuong irng.

Tiép theo Tap hop 2A dwoc hoan thanh bang viéc si dung cac biéu thirc duoc xay dung véi cac tir khoa
lién quan dén céc sang ché& khong lién quan (xem danh sach & trén trong phan 1.1.3 va cac biéu thire ti
20 dén 36). Do vay nhém thr nhat bao gdbm cac don va bang sang ché cé lién quan va cé gia tri d3 tim
kiém duoc.

Tap hop 1 = Cac ho sdng ché tim kiém duge tir cac biéu thirc
/ /////// tra ciru trén co s& cac chi s6 phan loai

¢ Biéu thirc tra ctru trén co s& chi s6 phan

T3p hop 2 AR B 1 :
Z  loai va giao nhau véi biéu thirc tra clru

trén co s& tir khoa

m Don va bing dc quyén sang ché khéng lién quan

Don va bing ddc quyen sang ché ¢ lién quan

Hinh 1 - Biéu d6 chién lwgc tra ciru theo nghién ctru nay

M6t cach tiép can khdac cho tap hgp 2B dugc thyc hién chinh trong céc biéu thirc tra cliru theo tir khoa
duoc 1dp lai, nhu vay hoac lya chon duoc cac tai liéu thich hgp hoac loai trir cac tai liéu khéng thich hop,
lam gidm dang ké s6 tai liéu cé trong tdp hop 2B (biéu thirc 38 dén 48). Do vay, mdt nhém thir hai gdbm
cac don va bang sdng ché thich hop va cé gid tri sé thu nhan duoc.

Céc sang ché thich hop tir tap hop 2A va tap hop 2B s& duoc tap hop lai dé tao thanh co s& dit liéu cudi
cung.

Sau cung, dé danh gia rang thyc té chi c6 mot phan rat nhd cac don va bang sang ché 13 khong nam
trong céc chi s6 phan loai dugc lywa chon (tdp hop 1), hodc céc chi s6 phan loai khdc dugc phat hién
thém (biéu thirc 49 t&i 51).

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012

21



1.2. Phan tich théng ké

1.2.1. Théng ké chung vé don sang ché

Viéc tra ctru sang ché d3 cho ra két qua 11818 ho sang ché INPADOC bao gdm cic don va bang doc
quyén sang ché duoc cong bé dén thang 11 ndm 2011. Trong 11818 ho sang ché& cé 51416 bang hodc
don sang ché& duoc cong bd. Trong s6 11818 ho sang ché nay cé 5950 ho sang ché cé it nhat mot bang
ddc quyén sang ché.

Céc bang doc quyén sang ché dugc tim ra bang viéc xay dwng mot biéu thirc tra clru trén co s& cdc ma
tai liéu lién quan dén cac bang doc quyén sang ché cla cac tat cd cac co quan cip bang sang ché va ap
dung né vao tap hop sdng ché clia cac hoat chat clia vac xin phong nglra bénh phé cau két hop & nguoi.
Mbi co quan cap bang sang ché cé hé théng ma tai liéu riéng clia minh. Vi du, d6i véi co quan sang ché
chau Au, m3 tai liéu “B” dung cho céc cong b6 bang doc quyén sang ché con ma tai lieu “Al, A2, A3”
dung cho céc céng bd don sang ché. Dai vdi co quan sang ché va nhin hiéu Hoa Ky, cac cdng b6 c6 m3
tai liéu “A” dugc cong bé trwde thang 11 ndm 2000 va bang doc quyén sang ché cé m3 tai liéu “B1,B2”
con sau thang 11 ndm 2000 céc don sang ché dugc cdng bd cé ma tai liéu “Al1, A2”.

Céc ho sdng ché ma cé cac sang ché& d3 duoc cap bang thi khdng cé nghia 1a nhat dinh viéc bao hd d3 cé
hiéu lyc hodc sdng ch& dé van con hiéu lyc. Cac bang doc quyén sang ché cé thé khong con hiéu luc do
mot vai ly do nhu thoi han bao hé da két thic, khdng trd phi duy tri hiéu lwc hodc khdong qua dugce qud
trinh khi€u nai hodc huy bd hiéu lyc.

Téng 56 ho sang ché c6 yéu cau bao cac hoat chat clia vac | 11818

Téng s6 don va bang déc quyén sang ché khac

Qui md ho sang ché INPADOC trung binh 4.4 don hoic bang doc quyén sang ché/ho

bon PCT 54.6%
Bang doc quyén sang ché 50.3%

Bang 1 — Théng ké chung vé s& don va bang doc quyén sang ché

Hinh 2 duwdi day mo td hoat dong bao hd sdng ché theo thoi gian. P6 thj trinh bay s8 ho sdng ché (trucY)
theo thoi gian nép don dau tién (truc X). Ndm ndy (ndm wu tién) dugce chon thay vi ndm cdng bd, nhu
vay s& chi ra rd hon céc hoat dong bao hd sang ché do ndé it phu thudc vao sy thay déi vé chinh sach
céng bé va lvgng don tdn dong cla cc co quan sang ché.

Da&i v&i nhitng ndm ndp don truwdc day can lvu vy tdi chinh sdch cong b6 qudc gia va sy phat trién cla
luat sdng ché qudc gia. Vi du, cho dén thang 11 ndm 2000 luat sdng ché Hoa Ky chi cho phép céng bé céac
sang ché My duoc cap bang. Do vay, cac don sang ché My khdng duoc cap bang thi thuc té 1a khdng bao
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gidy dugc cong bb. Ve dd bao phl clia céc co s dit liéu qudc gia dwoc sir dung trong nghién ciru nay cé

thé tham khao trong phan phu

luc twong &ng. Ngoai ra, do c6 do tré phai 18 thang sau ngay nop don

mai cong bd nén dit liéu sau ndm 2009 cling khdng dugc day da.
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Hinh 2 - Sy tién trién cta cac don sang ché theo nam ndp don dau tién va so sanh véi hoat dong bao

hé sang ché toan cau theo nam ndp don dau tién

Bi€u d6 d3 chi ra sy gia tdng manh vé lvgng don ndp tr ndm 1980 (50 don) dén ndm 2000 (500 don) va
dat t&i mot sy 6n dinh 1a 500-600 don mdi ndm trong giai doan 2000-2010.

Khi so sanh hoat dong dang ky

don sang ché toan cau (hinh 1, dwdng mau xam mo) tir ndm 1985 dén

ndm 2008, ngudi ta c6 thé nhin thay hoat ddng bao hd sang ché lién quan dén vac xin ¢ ltc nhiéu hon

hodc it hon (it hon vao truedc ndm 1995 va nhiéu hon sau ndm 1995) theo xu huéng gia ting toan cau vé

bdo hé sdng ché.

Hinh tiép theo mé ta hoat dong bdo hd sédng ché theo thoi gian tuwong ty nhw Hinh 2 nhung chi tiét hon.
S6 ho sang ché theo mdéi ndm nodp don dau tién dwoc chia thanh thanh hai phan theo ho sang ché gdbm

¢6 hoac khong cé don PCT.

Bat dau tlr ndm 1991, don PCT duwoc st dung rong rai dat tdi trén 60% s ho sang ché.
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11 ho sang ché Kkhong ¢6 don PCT Il ho sang ché ¢ don PCT

Hinh 3 - Sy tién trién cha s6 ho sang ché c6 hodc khdong cé don PCT theo nam nép don dau tién

Bang dudi day liét ké cac co quan xuat x(r clia toan bd don PCT. Bang nay dugc thiét 1ap bang viéc xem
xét s8 don cda don PCT ma s& don nay cé dé cap tdi co quan xudt x& cha don PCT nay (vi du 2008WO-
FR0O0687, don PCT nay dwoc ndp qua co quan sang ché Phap).

Bang nay ciing chi ra rang cac don PCT dwoc ndp chl yéu thdng qua céc co quan sang ché quéc gia hoic
khu vure. Chi céd mét s6 it don (5%) dwoc ndp truc ti€p qua van phong quéc té.
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S6 legng don PCT
3117

Co quan nop don
UNITED STATES (US)
EUROPE (EP)

UNITED KINGDOM (GB)
INTERNATIONAL BUREAU (WIPO)
FRANCE (FR)

CANADA (CA)

AUSTRIA (AU)

JAPAN (JP)
NETHERLANDS (NL)
SWEDEN (SE)

CHINA (CN)

KOREA (KR)

DENMARK (DK)

SPAIN (ES)

CUBA (CU)

INDIA (IN)

ISRAEL (IL)

BRAZIL (BR)

GERMANY (DE)
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Bang 2: Xuat xir clia cac do'n PCT

Hinh ti€p theo dwa ra mot cai nhin vé ty & bang ddc quyén sang ché trong Iinh virc cac hoat chat cla vac
xin phong ngira cac bénh truyén nhiém. Téng s6 cac ho sang ché theo mbi ndm ndp don wu tién duoc
chia ra thanh hai phan theo ho séang ché& hodc cé it nhat [d mot hodc khong cé mot bang ddc quyén sang
ché nao.

Trong nhirng ndm 1990 cé t&i 70% ho sang ché cé it nhat mot bang ddc quyén sang ché, trong khi d6 sau
nam 2000, ty I& nay da gidm lién tuc tir 50% xudng tdi vira di 10% vao ndm 2009. Bang doc quyén sing
ché chi chi€ém phan nhd trong cac ho sang ché mai (tir ndm 2005) da phan 4nh tinh trang dang xem xét
chua x{r ly xong céc don sang ché, tic |3 thoi gian tir khi ndp don dén khi cap bang gitta cac co quan
sang ché |3 khac nhau va cé thé kéo dai tdi vai ndm (vi dy, thoi gian nay 1a khodng 4 ndm déi véi cac
sang ché& do EPO cap bang). D8i vdi cac ho sdng ché nay, viéc tham dinh cac sang ché dong dang cé thé
van chua két thuc hodc van chua cé yéu cau tham dinh ndi dung.
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Da&i vdi nhitng ndm ndp don sang ché trudc day, can luu y tdi chinh sdch cong bd va su phat trién cla
luat sdng ché& qudc gia. Vi du, cho dén thdng 11 ndm 2000, co quan sang ché& Hoa Ky chi cho phép céng
b6 cac sang ché My da cap bang. Do vay, cac don sang ché My khong duoc cap bang thi thuc té 1a khong
bao gior dwoc cong bd. Dé biét vé mirc d6 bao phi cla cac co s& dir liéu qudc gia dugc st dung trong
nghién ctru nay cé thé tham khao trong phan phu luc twong ng. Ngoai ra, do cé dd tré phai 18 thang
sau ngay ndp don mdi cdng bé nén dit liéu sau ndm 2009 cling khéng dwoc day du

700

:

Sé lxgng don sang ché

1

100

B . ,Lu.,mlhuumluhmlllllm

IR N N R N N W N N

Nam nop don dau tién

ho sang ché khong cé bat ky ho sang ché cé it nhat
A " X 2 i o | " = A A 7 i
i mot bang doc quyen sang che nao Fl mot bang doc quyen sang che
Hinh 4 - Sy tién trién cta s6 lwong ho sang ché duwoc cap hodc khong dwoc cap bang theo ndm ndp
don dau tién

1.2.2. Vi tri ndp don dau tién

Su phéan tich vé noi nép don cla cac sang ché wu tién d3 cho ra két qua trong bang dudi day. Vi tri ndp
don d3u tién da dwa ra mét chi bdo vé nwdc xudt x& cha ngudi ndp don va dong luc sang tao trong
nhi*ng nudc nay. Ban do bién soan cac dit liéu nay cé thé dugc tim thay trong phu luc twong &ng.

Can lwu y t&i 319 don sang ché khdng dwoc phan loai trong danh sach duwdi day 1a do thi€u dir liéu wu
tién trong co s& dit liéu. Piéu do6 chl yéu lién quan dén céc don sang ché dang ky & Thai Lan va Dai Loan
cling nhu khoang 50 don sang ché cii dwoc dang ky & Anh, didu d6 dudng nhu tuwong ng véi sy mé
réng duoc tap hgp khéng hoan toan chinh xac trong ho sang ché. Vi né chi lién quan dén it hon 2% cla
g0i dir liéu nén cling khong can thiét phai thuc hién hiéu chinh thld cdng dé cai thién viéc théng ké.
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Co gquan ndp do'n d3u tién Cof quan nop do'n dau tién

UNITED STATES (US)
CHINA (CN)
UNITED KINGDOM (GB)
JAPAN (IP

RUSSIA (RU)
EUROPE (EP
FRANCE (FR)
AUSTRALIA (AU)
KOREA (KR
GERMANY (DE)
WIPO (WO)
DENMARK (DK
CANADA (CA)
SPAIN (ES)

BRAZIL {BR
SWEDEN (SE)
INDIA (IN)
UKRAINE [UA
NETHERLANDS (NL)
CUBA (CU

ITALY (IT)
HUNGARY (HU)
TAIWAN (TW
SWITZERLAND (CH)
BULGARIA (BG)
NEW ZEALAND [NZ
ISRAEL (IL)
ARGENTINA (AR)
AUSTRIA (AT
SOUTH AFRICA (ZA

CZECH REPUBLIC (CZ)
ROMANIA (RO)
IRELAND (IE)
POLAND (PL
MEXICO (MX)
BELGIUM (BE
NORWAY (NO)
FINLAND (F1)
SINGAPORE (SG
MALAYSIA (MY)
CHILE (CL)

LATVIA (LV
LUXEMBOURG (LU)
SLOVENIA (51)
SLOVAKIA (SK
PORTUGAL (PT)
CROATIA (HR)
KAZAKHSTAN (KZ
GUATEMALA (GT)
GREECE (GR
ALGERIA (DZ)
COLOMEBIA (CO)
GULF COUNCIL {GC
HONG KONG (HK)
MOLDOVA (MO)
MONGOLIA {MN
MOROCCO [MA)
PHILIPPINES (PH)
TURKEY (TR
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Bang 3 - Vi tri ndp don dau tién
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Bang 4 - Su phat trién ciia don nép dau tién theo co quan nép don (2/2)

Bang 4 — Su phat trién ca do'n ndp dau tién theo co’ quan ndp don
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Trong sd cac co quan ndp don dau tién cé s6 lvong don va bang doc quyén sang ché cao nhat thi chi vai
nuwédc céd mot lich st 1au dai va cé s6 don ndp lién tuc cao trong toan bd ca giai doan nhu Hoa Ky, Vuong
quéc Anh, Nhat Ban, Nga, Phap, Uc, Han Quéc va Dirc va cling 1a nhitng co quan chiém wu thé I6n vé
ndp don dau tién. Ngwoc lai, Trung Quéc 1a nudc cé hoat ddng dang ky sdng ché mdi néi 1én trong thap
nién sau nhung cling chiém vi tri quan trong thi hai vé lwong don sdng ché trong ca giai doan nay.
Brazil, Cuba, Argentina, Dai Loan, An P8 va Nam Phi mic diu cé s6 don ding ky sang ché chua phai 13
nhiéu nhung cling can phai xem xét dén.

DE c6 mot sy hiéu biét t&t hon vé nwdc xuat xir va déng lwc sdng tao trong nhirng nwdc nay thi can phai
c6 mét céi nhin thich hgp hon vé s& don dang ky sang ché theo noi cu trd cla téc gid sdng ché hon la
theo co quan ndp don dau tién.

DE c6 thé 1am duwoc cac théng ké nay thi dit liéu lién quan dén quéc gia cla tac gid sang ché (duoc 13y tir
I™), cling can dwoc st dung.
DE lam diéu dé, cac ho sang ché cla co s& dit liéu “Cac hoat chat cla vac xin” dugc dwa vao FamPat. S6
ho sang ché thich hop sé thay d6i (12323 thay vi 11818) do c6 su xac dinh khac nhau giita cac ho sang
ché& FamPat va INPADOC (cac ho sang ché FamPat dwoc xay dwng tir cdc don sdng ché cé chinh xac cling
dit liéu wu tién trong khi dé cac ho sdng ch& INPADOC lai dugc tao thanh tir cdc don sdng ché cé it nhat

dia chi cla tac gia sang ché&) da chu dan trong co s& di liéu FamPat (Queste

mét don sdng ché wu tién chung). S6 don dang ky sang ché cdé néu tén it nhat mot tac gid sdng ché dén
tir mot nwdce cu thé cling dwoc tinh dén.

Can lwu y rang téng cla hai ddi twong trong bang 1a khac nhau do cac tac gia sang ché trong mot don
sang ché ca nhan cé thé tir cac qudc gia cu trd khac nhau; mdi quéc gia dugc tinh mot [an, vi du mot
don sang ché co hai tac gia sang ché mot cu trd & Bi va mot cw trd & Anh thi don nay s& dwoc tinh cho ca
hai quéc gia. Ngoai ra, dit liéu nay can dugc sir dung than trong do qudc gia cla tac sdng ché dodi khi
khéng chi ré trong co s& dit liéu (diéu dé dac biét ding véi cdc don Nhat Ban va Trung Quéc cling nhw
céc sang ché cli da khdng dugce chi ra mot cach hé théng trong dit liéu nay). Vi vay ma sd lugng téc gid
sang ché xuat x(r tir hai nudc nay khé wdce luvgng chinh xac.

Dua trén dit liéu nay, ngudi ta nhan thay rang céc sdng tao cla Canada cé xu hudng duwoc bdo hd dau
tién thong qua co quan sang ché& Hoa Ky va céc sang tao clia chau Au cé xu hwéng dugc bdo ho dau tién
théng qua co quan sang ché& Anh va théng qua qui trinh chau Au. C6 moét vai ly do cé thé dwa thém vao
dé giai thich nhitng sy khdc biét nay:

- Loi ich trong cac trudong hop cu thé dé sir dung cac sdng ché tam thoi cia My (thdm chi ca khi
sang tao nay khdng xuat phat tir cac tac gia sang ché My)

- Su khdac nhau vé vij tri clia co quan sang ché& va nhdm nghién ctru. Vi du, 414 don dugc ndp bdi
céc tac gia sang ché Bi nhung chi c6 13 don dang ky dau tién vao co quan sang ché Bi. Diéu dé
d3 giai thich mat thuc t& rdng nhdm nghién ctru vac xin cla GSK dugc dit tai Bi nhung lai nop
don vao Anh do tru s& chinh clia céng ty duwoc dat tai nuwdc nay. Tuong tw nhu vdy, nhdém
nghién ctru cha NOVARTIS/CHIRON d&t & Italy nhung lai nép don vao Vuong quéc Anh
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- Loi ich cta viéc ndop don truc tiép bang ti€ng Anh dé gidm bt cac chi phi dich thuat trong twong

lai

- M@t s tac gia sang ché cong tac vdi cac nhdm nghién clru nudc ngoai va do vay d3 khong ndp

don vao quéc gia ca minh ma lai ndp vao céc qudc gia cla cac cdng tac vién. Mot vi du minh

hoa la trwong hop nguwoi Singapore cong tac vai cac cong ty, vién nghién clru hodc truong dai

hoc cta Hoa Ky.

$oheong denirengméd coquanSC | §6 heeng Tomtheo ned arirnii cla tic gid
PCT WORLD 148
UNITED STATES 0
CANADA 81
AMERICA BRAZIL 75 53
CUBA 56 59
ARGENTINA 26 38
EUROPE 8 /
UNITED :
KINGDOM
FRANCE
GERMANY 222
DENMARK 89 91
SPAIN 79 118
EUROPE SWEDEN 71 186
NETHERLANDS 56 360
ITALY 51 282
HUNGARY 39 28
SWITZERLAND 35 184
BULGARIA 33 35
AUSTRIA 23 107
BELGIUM 13 414
RUSSIAN
EURASIA FEDERATION ¥
UKRAINE 68 34
CHINA 36
JAPAN G 4
[ 22 =
INDIA 41 98
TAIWAN 36 88
SINGAPORE 6 49
MIDDLE EAST ISRAEL 27 84
AFRICA SOUTH AFRICA 20 25
GCEANIA AUSTRALIA 245 364
NEW ZEALAND 29 35

Bang 5 - So sanh vi tri ndp do'n va xuat x& cta tac gid sang ché (tac gia sang ché c6 tén trong it nhat 20

don va bang sang ché)
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1.2.3. Vi tri nbp don lan hai

S phan tich vé vi tri ndp don Ian hai s& dan dén cac két qua trong bang sau. Ban do bién soan cac dit
liéu nay cé thé duoc tim thdy trong phu luc tuvong &ng. Nhitng nudc duwoc chon dé md rong cac don uu
tién 1a mét chi bdo cua thj trudng va/hodc khu san xuat. Sy lya chon cac nudce cling cé thé dugc dinh
huwéng tir cac cong ty la d6i tha canh tranh va nhitng ddi twong c6 kha nang xam pham, cho du khéng cé
thi trwdng trong cac 1anh thd tuong tng nay. Trong linh vire Khoa hoc doi s6ng thi sy lwa chon cling cé
thé duwoc dinh huwdng bdi cac qudc gia thwdng cé thir nghiém 1am sang (Ba Lan, hungary, Thai Lan, An
5..)

Nhitng dit liéu ndy duoc thiét 1ap tir viéc xem xét cac s& cong bé clia mdi ho ma khéng tinh dén s6 cong
b6 cta don ndp dau tién. Tuy nhién, ddi véi cac don va bang ddc quyén sang ché clia cac nuéce chau Au
ndp thong qua qui trinh chau Au s& cé mot sy tinh khac do nhitng sy riéng biét clia th tuc nay. Tuy
theo céc co quan dugc lya chon hodc dugc chi dinh thi co quan nay cé thé cap hodc khéng cap mét sb
don mdi cho séng ché. Vi duy, co quan sang ché Pirc cap s6 (DE123456) sau khi cé sy m& rong théng qua
qui trinh chau Au trong khi Phép lai si dung s& don cla co quan sang ché chau Au (EP654321). Biéu nay
lam cho s& luvgng don va bang ctia Dirc mé rong sé Ién hon cla Phap mot cach khong thda déng khi xem
xét cac ho sang ché thong qua s6 lwong don hodc bang sang ché. B&i vay, khi mdt ho sang ché cé chira
mét don sang ché dugc ndp théng qua EPO thi cac s6 duoc cap bdi cic co quan duoc chon (khi vao pha
quéc gia) s& khong duoc tinh dén. Cac s6 nay duoc tinh chi khi khdng cé don EP trong ho sang ché.

Nhiéu don ndp lan hai duoc ndp thdng qua qui trinh nép don PCT (nhu d3 biét & phan truédc, don PCT
chiém t&i khodng 60% cac don sang ché). Co quan sang ché chau Au (EPO), Uc, Canada, Nhat Ban va Hoa
Ky ciing 13 nhi*ng co’ quan chi€ém wu thé vé ndp don thi hai. Can phai chd y téi Uc bdi chinh séch cap s6
bang sang ché tu dong cla co quan sang ché& Uc khi don PCT ¢6 chi dinh Uc du khong cé sw mé rong &
Uc khi vao pha quéc gia.
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Bang 6- SO don sang ché theo cic co’ quan ndp don lan hai

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012 33



1.2.4. Phan chia don ndp theo chi s6 phan loai sdng ché qudc té (IPC)

So d6 dudi day sé chi ra cac chi s6 phan loai sang ché thich hop phd bién nhat cé trong co s& dit liéu.

Hinh 5 - Phan bd céc chi s6 IPC chinh ¢6 trong toan bd co s& dir liéu (chi s6 IPC — s lwgng ho sang ché
trong I&'p nay)

Chi tiét vé cac chi s6 IPC cé thé duoc tim thay trong trang web sau: http://www.wipo.int/ipcpub
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1.2.5. Phan tich vé ngudi ndp don

Bi€éu d6 dudi day s& chi ra nhitng ngudi nép don chi yéu dugc phan loai theo qui md hd so sdng ché
cta ho.

DPong ndp don thi dwoc tinh cho mdi déng chd don. Vi du, mdt don sang ché dwoc déng ndp bdi Chinh
pht Hoa Ky va cong ty GSK thi don nay dugc tinh mét cho Chinh phl Hoa Ky va mdt cho céng ty GSK.
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= EI Nguwoi ngp don
o en thube khm cong nghiép
) [ Ngwori nop don
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> 3 Nguoi nop don

Hinh 6 - Danh sach nhi*ng ngudi nép don chinh (=50 do'n hodc bang doc quyén sang ché)

Cac phong thi nghiém clha chinh phd Hoa Ky va céc vién nghién ciru khoa hoc clda Nga chiém wu thé
trong s6 cac ho sdng ché dong dang. GSK, Novartis, Pfizer, Merck&Co va Sanofi-Aventis cling chiém mot
vi tri toan cau lén. Can luwu y rang vi tri nay cé thé duoc gidi thich bdi sy sap nhap va chién luvge mua lai
cla cdc cdng ty dugc I&n trén. D& 1am cac théng ké nay, cac chi nhanh hodc cong ty con s& duoc tap hop
lai dudi cdc cong ty me cla ching trir trong mét s6 trudng hop. Vi du, Merial va Sanofi-Aventis khéng
nhém lai v&i nhau vi cé sy phan biét gitta strc khoé clia con ngudi va déng vat. Cic nhom nay dugc
théng ké bang mot co sé dit liéu ndi bd clia cac cong ty me va cac chi nhanh dugc trién khai bang co s&
dit liéu thong tin thwong mai Elsevier’s?, cac trang web clia cong ty, cac bdo cdo thudng nién, cic trang
web va tap chi kinh doanh...

DE cho rd rang hon, bang duwdi day s& chi tiét hda sy phdn nhém nay.

? http://www.elsevierbi.com/companies
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US GOVERMNMENT
(us)

RUSSLAN SCIENTIFIC
RESEARCH INST (R

PFIZER [US)

MOWVARTIS [CH)

Chi bang [gqudc tich khéc v¥i ngwéi ndp don)

NIH; U5 DEPARTMENT OF AGRICULTURE; US ARMY; US DEPARTMENT OF
VETERAMNS AFFAIRS; US DEPARTRMENT OF HEALTH AND HUMAN SERVICES; US
DEPARTMENT OF HEALTH, EDLMCATION, AND WELFARE

AFFYMAK TECH N, ALLEN AND HANBURYS LTD; BEECHAM SROUP LTD;
BEECHARM LAEB, BURRDLUMGHS WELLCOME CO; CORINA CORP;, GLAND GROUP
LTDy; GLAMND LAB LTDy GLANKD SRMITHELINE BIOLONGICALS 58, GLAND
WELLCOME INC; GLANOSMITHELINE BEECHAM BIOLOGICALS 54; ID
BIOMEDICAL CORP; ID VACCINE INTELLIVAX INC; PLIVA HRVATSKA D OO,
RIGI IMMUNDCHEM RESEARCH INC; SMITHELINE FRENCH CANADS LTDY
SPMITHELINE RIT BE; SMITHELINE BEECHAM AMINAL HEALTH; SMITHELIME
BEEECHAM CORP; SMITHELINE BEECHAM BIDLOGICALS 54; SMITHELINE
BEECHAM PHARMA GMEH; SMITHELINE BIDCHEMICALS 54; SMITHELINE
BIOLOGICALS 54; SMITHELINE CORP; SMITHELINER 1 T

FEU research centers | FEU VMIIZZh Federal'noe Gosudarstve nnoe
Uchrezhdenie ral‘myi Tsentr Okhrany Zdorow'ya Zhivotnykh”, Russia)
AG0OURON PHARMA; ALPHARMA AS; AMERICAL CYANAMID CO; AMERICAM
HOME CORP PROD; APOLLON INC; CODLEY PHARM GMBH; COLEY PHARM
GROUP INC; CYANAMID IBERICA 548; CYANAMID WEBSTERS: PTY LIMITED;
DIMIMIMNACD AG; EMBREX INC; CARLD ERBA SPA; FORT DODNGE ALUSTRALLA
PTY, FORT D{OIDGE LAB INC; FORT DDOIDGE VETERINARLA 58; GENETICS
INSTITUTE INC; HAPTOGEN LTD; EURALAB LTD WYETH; PARKE DAWVIS AND
COy; PFIZER IMNC; PFIZER PRODUCTS INC; PFIZER WACCINES LLC,; PHARRACLA
AND UPIOHN CD LLC; PHARMACIA SPAIN; POWDERIECT RES LTD;
POAWDERIECT WACCINES INC; POWDERMED LTD; PRAMIS BIDLOGICS INC;
SEARLE AND COv; THE UPIOHMN COMPANY; WARNER LAMBERT CO; WYETH
CORP; WYETH DRELMGS CD LTy, WYETH FARMA 5 4; WYETH FORT DDOIDNGE LAE;
WHYETH HOLDING CDRP; WYETH HOME PRODLUCTS CORP; WYETH
PHARMACEUTICALS

BIOCIME 5CLAVD 5PA; BIOCIMNE 5P48; CETUS ONCODLDGEY CORP; CHIRON
BEHRING GMEBH AND CO; CHIRDN CORP; ClIBA CORNING DIAGMNOSTICS CORP;
CIBA GEMSY AG; CIBA LTD; EVANS VACCINES; HEXAL PHARMA GENTECHNIE
GMBH; IMUTRAN LTD; NEUTEC PHARMA LTD; NEUTEC PHARMA PLC;
MOWVARTIS AG; NOWVARTLS ANIMAL HEALTH INC; NMOVARTIS BEIDOTECHNOLOGY
WUHAN,; NOWVARTIS ERFIND VERWALT GMBH; NOVARTIS PHARMA GMMBH;
MOWVARTIS VACCINES AND DIAGNOSTICS INC; NOWVARTES VACCINES INST FOR
GLOEAL HEALTH SRL; PATHOGEMNESIS CORP; SANDOT AG; SANDOT
PHARMACEUTICALS DORP; SANDOT 58; SCALVD SPA; SCLAVD BIQCIMNE 5PA;
VIAGENE INC

ANGELETT] P INST RICHERCHE BIO (IL); BANYL PHARMA OO LTD; INTERVET
AUSTRALLA PTY LIMITED; INTERVET INC; MERCK AMND ©OD INC; MERCE PATENT
GMBH; MERCE SERDOND BIODEVELOPMENT 54; MERCK SHARP AND DOHME
CORP; ORGANCN TEEKNIKA BY; SCHERING CORP; SCHERING PLOUGH AMNIMAL
HE&ALTH CORP; SCHERING PFLOWSH CORP; SCHERING PLOUGH VETERINARY
CORP; SHARPF AND DOHBE INC; SHERING PLOLGH LTD; SIELA
MEURDOSCIEMNCES INC

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012
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Chi bang (guéc tich khéc vi'i ngwdi ndp don)

ACAMBIS INC; SANOF] PASTEUR 5&; ACAMBIS RES LTD; AVENTIS PASTEUR
INEC; AVENTIS PHARMA DEUTSCHLAND GMBH; AVENTLS PHARMA S4;
CHINOIN GYOGYSZER ES VEGYESZET; CONMAUGHT LAB INC; CONNALMGHT
LAB LTD; CONNAUGHT LAB SWIFTWATER; HOECHST AG: HOECHST ROUSSEL
YET GMEH; HOECHST UK LTD; MERIELL. ORAVAN; DRAVAX INC; AVENTILS
PASTEUR; PASTEUR MERIEUX; PASTEUR MEREUY CONMALGHT. PASTEUR
MERIEUE SERLIM ET WACCINSG 54; PASTEUR MERIEUN SERUM ET VACCINS 54;
PASTEUR SANOFL; PEFTIDE THERAPEUTICS LTD; PHYLAXLA SAMNOF
OLTOANYAGTERME; RICHARDSON MERRELL INC; SAMOF] ANIMAL HEALTH
INC

INSTITUT PASTEUR: INST PASTELUR D ALGERIE; INST PASTEUR DE LILLF; INST
PR PASTEUR DE PARIS; INST PASTEUR DE TUNIS: INST PASTEUR OF SHANGHAL;
(FR] PASTEUR INST OF BRUWSSELS

i - AKT 1 7 - IC 5
AKZO NOBEL [NL] ﬁl_.nﬂ N V; AKZ0 NOBEL; A0 ROBEL COATINGS INT EW; ICI LTD; ICI TASMAN

UNIY TEXAS SYSTEM BOARD OF REGENTS OF THE UNIVERSITY OF TENAS SYSTEM; TEXAS HEALTH
{US] SCIEMCE CENTER UNIVERSITY: UNIV TEXAS MEDPCAL SCHOOL

UNIV CALIFORNIA
(5]

MERLAL 545 MERIAL; MERIAL SELECT INC
INSTITUT MATHINAL DE LA SANTE ET DE LA RECHERCHE MEDICALE; INSERM;
INST NAT SANT RECH MED; INSERM TRANSFERT SA
M CEMTRE NATHINAL D LA RECHERCHE SCIENTIFIQUE [(CHNRS)

ARROW THERAPEUTICS LTD; ASTRA AB; ASTRAZENECA AB; CAMBRIDGE
ASTRAFFENECA LK) ANTIBODY TECHNMOLOGY LTD; MEDIMMMUNE VACCINES INC; MEDIMPMUNE
IMC; SYMBIODM A8

BIOMERIEUX (FR] BIOMERIEUX 58; INSTITUT MERIEUX; MERIELX DRAVAX; RHONE MERIELX
VIRDGENETICS CORP | VIRDGENETICS OORP

BAYER AG; BAYER ANIMAL HEALTH GMBH; BAYER HEALTHCARE AG; BAYER

PFHARMACEUTICALS CORP: FARBENFABRIKEN BAYER AG; HANKLIK BAYER
BAYER AG (DE] CHEMICAL OO LTD; MILES LABDRATORIES IMC; MITSUI PHARMACEUTICALS;
MOLECULAR DIAGNOSTICS INC; SCHERING AG; SCHERING PLOLWGH ANIMAL
HE&ALTH
ALZA CORP; BERNA BIOTECH AG; CENTOCOR INC; CRUCELL HOLLAND BY;
DEPUY MITEK INC; JANSSEN ALFTHEIMER IMMUNOTHERAP, MOHNSOM AND
JOHNSON CONSUMER: ORTHD MAGNOSTICS: ORTHD MONEIL PHARM INC;
ORTHD PHARMACEUTICAL CORPORATION: SBL VACCIN AB; SCHWEIZ SERUM
AND IMPFINSTITUT,; SCIIS INC; S5C105 MOWA INC

UNIV CALIFORMLA; NIV SOUTH CALIFORNILA

JOHNSONEJOHNSOM
(5]
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Ngwdi nd 2z . S S
Chu bang (quéc tich khac v&i ngurdi ndp don)

BOEHRINGER INGELHEIM CORP; BOEHRINGER INGELHEIM INTERNATIONAL
GMEBH; BOEHRINGER INGELHEIM NOBL LABORATORIES IMC; BOEHRINGER
INGELHEIM PHARMA; BOEHRINGER INGELHEIM VETMEDICA GMBH

BOEHRINGER
INGELHEIM (DE)

CHEMO 5ERO THERAPEUTIC RESEARCH INST; JURIDICAL FOUNDATION
CHEMO 5ERO THERAPEUTIC RESEARCH INST
i
:WU:I]_LE]ME SRS THE WELLCOME FOUNDATION LTD

LUNIV MARYLAND; UNIV MARYLAND BALTIMORE; UNIV MARYLAND COLLEGE
PARK; UNIV MARYLAND BIOTECHNOLOGY INST

UNIV MARYLAND (US)

BEHRINGWERKE (DE] | BEHRINGWERKE AG; BEHRIMGWERKE AKTIENGESELLSCHAFT

CHING
:_.lul"if:l'hl' SRS UNIV WASHINGTON

CAAS; VETERINARY RES INST ; HARBIN VETERINARY RES INST CHINESE ;
CAAS [CNM) LANZHOU VETERINARY RES INST; SHANGHAI VETERINARY RES INST

BIOTECHNOLOGY RESEARCH INSTITUTE CAAS

BOEHRINGER MAMNHEIM; CHUGAI PHARMACEUTICAL; F HOFFMANN LA
ROCHE (CH) ROCHE; GENENTECH; IGEN INT ; MIRUS ; ROCHE DIAGNOSTICS; ROCHE
VITAMINS; SYNTEX; TANOX; TANOX BIOSYSTEM

UNIV
INIV SASKATC
SASKATCHEWAN (CA) UNIV SASKATCHEWAN

UK GOVERNMENT LUNITED KINGDOM GOVERNMEMT; SECRETARY OF DEFENCE BRITANNIC;
(LK) MATURAL ENVIRONMENTAL RESEARCH

Bang 7 — Ngwdi ndp don va cac chi nhanh clia né (> 50 don hodc bing doc quyén sang ché)
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Bi€u d6 dudi day s& mé ta chi tiét cac co quan dugc wu tién ndp don [an dAu tién va [an th hai d6i vai
30 nguwdi ndp don chinh trong sé cic don nay.
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Hinh 7 — Céc co’ quan dwoc wu tién ndp don Ian dau tién cha nhirng nguwdi ndp don chinh
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Bi€u d6 dudi day s& mo ta chi tiét sy tién trién vé sé lugng don ndp dau tién bdi ngudi ndp don tr ndm
1950. Mét biéu dd nhu vay s& giup nhan ra nhitng ngudi ndp don di dau va nhitng ngudi ndp don mdai
nGi |én trong s6 cac don nay. Trudc ndm 1950 chi cd 5 don duwgc ndp (Mot cho Merck&Co (théng qua
SHARP&DOHME) vao ndm 1944, 3 don cuta Pfizer vao ndm 1946 va 1 don cling cla Pfizer ndp ndm 1949.
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Hinh 9 - Su tién trién cGa cac do'n theo ndm ndp dau tién cha nhirng ngwdi ndp don chinh
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1.2.6. Tap trung phan tich trwong hop Brazil

Phan nay tap trung phan tich 75 ho sdng ché ¢ Brazil |a co quan ndp don dau tién.

Bi€u d6 & dudi d3 md ta tinh hinh tién trién cla cac don nay:

S0 Iuong don dang ky sang ché

14

o | | T

M s b e A & o > D & A S
PPIFFPF PSS LTSS ESS
Nam nqp don dau tién

Hinh 10 - Sy tién trién cta cac don Brazil ndp dau tién

TU ndm 2005, mdi ndm c6 tir 5 dén 10 don don Brazil nép dau tién.

Sy lya chon cdc co quan ndp don thi hai dwgc trinh bay dwdi day:
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Cac co quan nép don 1an hai )

Hinh 11 - Cac co’ quan ndp don Ian thir hai ctia cac don wu tién Brazil
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Ngoai WIPO thi Hoa Ky va EPO ciing 1a su lia chon ch( yéu |1a co quan nép don [an thi hai.

Bi€u d6 duwdi day sé& chi ra nhitng ngudi ndp don chinh dugc phan loai theo qui mé hd so sang ché cla
ho.
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Hinh 12 - Danh sich nhirng ngu®i ndp don chli yéu lwa chon Brazil 1a co’ quan ndp don déu tién
Hau hét nhitng ngudi ndp don chinh nay 1a nhitng ngudi thudc khéi nghién ctru Brazil.
1.2.7. Tap trung phan tich truong hop An Do

Phan nay tap trung phan tich 69 ho sang ché c6 An g Ia co quan ndp don d4u tién. Trai v&i co quan
sang ché Brazil thi co quan sang ché An D6 chi cé bing doc quyén sang ché vé dién t&r mai dugc cong b
va khong cong b cac don sang ché, do vay khé udc lwong chinh xac s6 don ndp vao An Do.

Bi€u d6 dudi day mo ta sy tién trién vé ndp don. Biéu d6 chi ra rang s6 lwong sang ché ting lén tir dau
nhitng ndm 2000. T ndm 2007 hién twong nay giam di cé thé dwoc gidi thich 1a do sw cham tré cap
bing clia co quan sang ch& An D, thoi gian nay vao khoang 3-4 nam.
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Hinh 13 - Sy ti€n trién clia cac don An D ndp du tién

Su Iwa chon co quan ndp don [an hai dugc trinh bay dwdi day:
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Co quan nép don lan hai

Hinh 14 - Cac co quan ndp don thir hai ctia cac do'n wu tién An Pd

Ngoai WIPO thi Hoa Ky, EPO, Uc va Trung Quéc cling 1a nhitng lwa chon chinh 1a co quan nop don th
hai.
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Bi€u d6 dudi day s& chi ra nhirng ngudi ndp don chi yéu dugc phan loai theo qui md hd so sang ché

cua ho.
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Hinh 15 - Danh sach nhitng ngu&i ndp don chinh Iwa chon An D6 13 co' quan ndp don d3u tién

Trir mdt s& cac vién nghién cru An D6 quan trong (CSIR, ALL INDIA) thi nhitng ngudi ndp don cha yéu 13
cac cong ty cdng nghé sinh hoc An DO.

1.2.8. Tap trung phan tich truong hop Trung Quéc
Phan nay tap trung phan tich 1133 ho sang ché cé Trung Quéc la co quan ndp don dau tién.

Biéu d6 dudi day md ta sy tién trién vé ndp don. Biéu dd chi ra rang, tlr ndm 2003 mét s6 lwong 1&n don
c6 ngudn gdc tlr Trung Qudc va dat t&i gan 180 don sédng ché trong ndm 2010.
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Hinh 16 - Sy phét trién cta cac don Trung Quéc ndp dau tién

Sw lua chon co quan ndp don thd hai duwgc mé ta dudi day:
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Co quan nop don lan hai

Hinh 17 - Cac co’ quan ndp don lan hai cta cac don wu tién Trung Quédc

Can hét strc lwu y rang & day co rat it don ndp lan th hai dwoc phat sinh tir cac don Trung Quéc. Khi
duoc mé réng thi Hoa Ky va EPO chiém wu thé |3 cdc co quan ndép don [an hai d6i véi cdc don sang ché
Trung Quéc. Cac nwdc khac nhu An D6, Nhat Ban va Uc ciing duoc lua chon 13 céc co quan ndp don thi
hai.
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Nguoinop don

Hinh 18 - Danh sich nhirng ngu&i nép don chinh lwa chon Trung Quéc la co quan ndp don dau tién

Hau hét nhitng ngudi nép don chi yéu thudc céc vién nghién ciru Trung Quéc tir Vién han |dam khoa hoc
Trung Quéc hodc cac trwdng dai hoc Trung Quéc. Chi cé mot vai ngudi ndp don la cac cdng ty cdng nghé

sinh hoc Trung Quéc.

Trung Quéc d3 chi ra mot xu huéng khac d6i véi cdc don sang ché trong linh vire vac xin so véi Brazil va

An D6 1a hai nudc cé xu hudng giéng nhau hon.
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2. Cac hoat chat cua vac-xin ngura phé
cau khuan két hgp & ngudi
2.1. Phwong phap luén tra cou

2.1.1. Gidi thiéu

Phan ndy m6 ta phuong phép luan tra clru dwoc trién khai dé tim ki€m cac bang va don sang ché bao ho
cac hoat chat cla vac-xin ngtra phé& cau khuan két hop & ngudi (Streptococcus pneumoniae). Viéc tuong
thudt qud trinh tra cru cho thay viéc tra ctru dwoc thue hién nhu thé ndo. N6 cling mé ta cdc cong cu, co
s& dir liéu riéng biét, nhirng thach thirc gdp phai va cic phwong phap gidi quyét. Viéc tra citu néi chung
bao gdm viéc st dung két hop cdc tir khda va phan loai, viéc xem xét lai cac két qua tra ctru dé chinh sira
cac cau lénh va loai trir cic tai liéu khdng thich hgp, va ddnh giad cudi cung vé chién lugce tra clu théng
qua viéc gdm ca cac tai lieu duoc trich dan trong cac tai liéu lién quan. Phan nay cling ban luan vé nhitng
gidi han cla viéc str dung cac chi s6 phan loai sang ché (IPC, ECLA...) khi tim kiém cac don va bang sdng
ché lién quan dén cac hoat chat cta vac-xin ngira phé& cau khuan két hop & ngudi (Streptococcus
pneumoniae).

2.1.2. Phuong phap luan va co s dit liéu

Viéc nghién cru co s& dugc thye hién dau tién bang cach tim ki€ém mot s6 tai liéu vé vic-xin phong ngira
bénh phé cau khuan két hop nham lya chon cac tir khoa dé xay dung cac biéu thire tra clru va dic biét
gilip chung ta xac dinh sy thich hgp cda mét ho sang ché khi so sdnh vdi mot ho sang ché khéc, dua vao
dd chi c6 cac sang ché md ta “cac hoat chat” dwoc duwa vao xem xét. Cac tap chi nhuw Webster et al. BMC
Public Health 2011, 11(Suppl 3):526 ciing dwoc sir dung dé tao nén modt danh sach cac tir khoa cling nhw
cac bai viét tdng quan dwoc tim thay trén Internet vé bénh tat va vac-xin lién quan’. Mot danh sach cac
dudng link can thiét cé thé tim thay & phan cudi cha phan nay.

Budc ti€p theo |a xem xét phan loai sang ché dé xac dinh cac chi s6 phan loai sang ché lién quan dén

khang nguyén phé cau khuan (pneumococal).

V&i mét danh sdch cac tir khoa va céc chi s6 phan loai sdng ché duoc |ap nhw d3 md ta, cac biéu thirc tra

clru dugc xay dwng va cho chay trong co s& dit liéu Patbase (Minesoft™) .

® http://www.who.int/wer/2007/wer8212.pdf

http://en.wikipedia.org/wiki/Pneumococcal conjugate vaccine
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2.1.3. Nghién ctru co s&

2.1.3.1 Xem xét tai liéu

Vi khuan gy nén bénh viém phéi dwoc dat tén ban dau la Pneumococcus khi dwoc phét hién vao ndm
1881, sau dé vao nam 1920 dugc dat tén la  Dipoloccus  pneumoniae
http://en.wikipedia.org/wiki/Streptococcus.pneumoniae-cite _note-2 va duoc dat tén lai la

Streptococcus pneumoniae (phé cau khudn) vao nam 1974°.

Ngoai bénh viém phéi, S.pneumoniae ciing | nguyén nhan gay nén nhiéu bénh nhiém khuan duéong ho
hap nhu viém xoang cdp, viém tai gilta, viém mang ndo (mdt trong nhirng nguyén nhan hang dau
thuong gip cla bénh viém mang ndo nhiém khudn & ngudi 16n), nhiém trung huyét, nhiém khuan-
huyét, viém tdy xwong, viém khép nhiém khuan, viém ndi tdm mac, viém phic mac, viém mang ngoai
tim, viém mé té bao va ap xe n3o.

Vac-xin két hop 1a mot dang vac-xin dugc tao nén bang su lién hop clia mot khdng nguyén véi mot phan
tlr protein. Vac-xin nay thudng gom cé (nhung khéng chi gidi han ) mot khang nguyén polysacarit két
hop véi mot protein tai. Phan protein cla vac-xin lién hop nay cé vai trd nhu 13 chat mang khang
nguyén va dé sinh ra dap &rng mién dich chéng lai ching.

Vac-xin ngtra phé& cau khuan két hop (PCV) dwoc dp dung ddi vai tré so sinh va tré nhd. Hién dang thong
dung ba loai vac-xin PCV trén thj trudng: Prevnar (dugc goi |a Prevenar & mdt s& nuéc), Synflorix va
Prevnar 13.

Prevnar (loai vacxin 7 gid) (heptavalent vaccine) cé chira mang té€ bao cla 7 typ huyét thanh phé cau
khuan k&t hop véi protein bach cau. Vac-xin nay duwoc cong ty Wyeth sdn xuat (nay |a Pfizer). Sdng ché
M§ US5360897 1a sdng ché ddng dang chid chét lién quan dén Prevnar. Prevnar dugc Cuc quan ly thuc
pham va dugc pham Hoa Ky phé chuén vao thang 2 ndam 2000°.

Synflorix (loai vac-xin 10 gid) dugc cong ty GlaxoSmithKline (GSK) san xuat chira 10 typ huyét thanh phé
cau khuan (1,4,5,6B,7F,9V,14,18C,19F va 23F) dugc két hgp vdi mdt protein tai. N6 dwoc Cuc quan ly
duoc phdm chau Au phé chudn vao thang 1 ndm 2009 va duoc Uy ban chiu Au phé chuin dua vao thi
trwdng vao thang 3 nam 2009. Synflorix d3 dugc dé cap trong sang ché déng dang then chét
EP2277535°.

* Xem vi du: http://www.who.int/wer/2007/wer8212.pdf

http://en.wikipedia.org/wiki/Pneumococcal conjugate vaccine

> http://www.fda.gov/BiologicsBloodVaccines/Vaccines/ApprovedProducts/ucm137057.htm

® http://www.gsk.com/media/pressreleases/2009/2009 pressrelease 10039.htm
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Prevnar 13 (loai vac-xin 13 gid) dwoc cong ty Pfizer sdn xuat cé chira 13 typ huyét thanh phé cau khuan
(1,2,4,5,6A,6B,7F,9V,14,18C,19A,19F,23F) két hop vdi protein tai. Prevnar 13 dwgc Cuc quan ly thuc
pham va duoc phdm Hoa Ky phé chuin vao thang 2 ndm 2010.

Danh muc cdc nghién citu sdng ché

http://www.who.int/vaccine rearch/documents/IVR IPR Tokyo Session2 McDiarmid presentation.pd
f

T nghién ciru co s& nay, mot danh sach cac tir khoa duoc 1ap nén.

Tir khda lién quan dén phé cdu khuén (Pneumococcus): pneumococcus, pneumococci, pneumococcal,

Streptococcus pneumoniae, S.pneumonia(e), Diplococcus pneumonia(e), D.pneumonia(e)

Tl khéa lién quan dén vic-xin: Vaccin(es), vaccination, vaccinating, antigen(s), antigenic, immunogen(s),

immunogenic, immunise, immunisation, immunising, immunize, immune response

T khoa lién quan dén k&t hop: conjugate(d), glycoconjugate(s), cling nhw céc tir: fused, fusion, linked,
coupled, bound, associat(ed), attach(ed), merg(ed), chimer(s), chimeric, cdc tlr gan nghia: protein(s),
peptide(s), peptidic, carrier(s) (va toan b cac tir khda cé lién quan)

Tl khda lién quan dén vac-xin nglra phé cau khuin két hop & ngudi duwgc thwong mai hda: Prev(e)nar,

Synflorix

2.1.3.2 Xem xét cac chi sé phan loai sdng ché thich hop

Bang viéc nghién cru cac phan loai sang ché quéc t&, chau Au, M{ va Nhat Ban, céc chi sd tuwong ¢ng vdi
cac ché phdm duoc cé chira khang nguyén va khang thé lién cau khuan (Streptococcus) duoc lua chon.
Do vay céc chi s6 dudi day da duwoc tim ra:

Phén loai sang ché& quéc té (IPC):

A61K39/09

[0] A61K39/00 Dwoc pham cé chira khang nguyén hodc khang thé
[1] A61K39/02 Khang nguyén vi khuan

[2] A61K39/09 Lién cau khuan (Streptococcus)

A61K39/385
[0] A61K39/00 Dwoc pham cé chira khang nguyén hodc khang thé
[1] A61K39/385 Ban khang nguyén (hapten) hodc khang nguyén két hgp vdi thé mang

Phan loai sdng ché My (USPC)
424/237.3
[0] 424 Thuéc, cac hop phan dé chita bénh va cé tac déng sinh hoc
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[1] 424/184.1 Khang nguyén, epitope hodc hiéu irng mién dich d3c hiéu khac (vi du vac xin mién dich dic
hiéu, chat kich thich mién dich d&c hiéu cla mién dich qua trung gian t& bao, dung nap mién dich dic
hiéu, chat rc ché mién dich dic hiéu...). D6i twgng ki thuat bao gdm khang nguyén, epitope hodc chat
hiéu &ng mién dich dic hiéu khac nhu vac xin mién dich ddc hiéu, kich thich mién dich ddc hiéu cla
mién dich qua trung gian t& bao, dung nap mién dich ddc hiéu hodc &rc ché mién dich dic hiéu.

[2] 424/234.1 Vi khudn hodc thanh phan cla ching hodc chat dugc san xuat tir vi khudn nay (vi dy,
Legionella, Borrelia, Anaplasma, Shigella...). P6i tugng ky thuat bao gébm vi khudn hodc thanh phan cla
ching hodc chat dugc san xuat tir vi khuan nay.

[3] 424/236.1 Déc t6 hodc bién ddc td, trir ndi déc t6 (ngoai ddc td, ddc td rudt non ...). P8I tugng ki
thuat bao gdbm déc té hodc bién déc té, trir ndi doc td.

[4] 424/237.1 Tu cau khuan (Staphylococcus) hodc lién cau khuidn (Streptococcus). D8i tugng ki thuat
ma & d6 doc td hodc bién doc td sinh ra do vi khudn Staphylococcus hodc Streptococcus.

424/193.1

[0] 424 Thuéc, cac hop phan dé chita bénh va cé tac déng sinh hoc

[1] 424/184.1 Khang nguyén, epitope hoac hiéu (rng mién dich dic hiéu khac (vi du vac xin mién dich dic
hiéu, chat kich thich mién dich d&c hiéu cla mién dich qua trung gian t& bao, dung nap mién dich dic
hiéu, chat rc ché mién dich dic hiéu...).

[2] 424/193.1 K&t hop hodc phirc hop. Déi tugng ki thuat bao gdbm két hop hodc phirc hop

(1) Luu y. Mot két hop duoc hiéu la sy lién hgp cha mot chat véi mot chat khac hodc truc ti€p qua lién
két cong hda tri hodc khdng truc ti€p qua nhdm lién két két hda hoc

(2) Luu y. M6t phire hop dugc hiéu 1a sy lién hop cla mét chat vdi mét chat khac khong qua lién két
cdng hda tri (vi du qua hdp phu)

(3) Lru y. Két hop hodc phirc hop dwoc dé cap trong phan I&p nay va cac phan |&p thut vao thudng &
dang cdng hop hapten-chat tai. Hapten 1a mdt chat cé thé gén v&i khang thé nhung khong thé sinh ra
khang thé trir phi né gan véi mot chat tai va 13 mot chat sinh mién dich. Hapten thudng nhung khong
phai luén ludn cé trong lvgng thap. Chat tai théng thudng dung dé tiém chldng cho ngudi 1a déc td udn
van hodc bach hau.

Phan loai sdng ché chau Au (ECLA):

A61K39/09, A61K39/09A

[0] A61K39/00 Dwoc pham cé chira khang nguyén hodc khang thé

[1] A61K39/02 Khang nguyén vi khuan

[2] A61K30/09 [N: Lactobacillales, vi du Aerococcus, Enterococcus, Lactococcus], Lién cau khuan

(Streptococcus)
[3] A61K39/09A [N: Lién cau khuan (Streptococcus)]

A61K39/385

[0] A61K39/00 Duoc phdm cé chira khang nguyén hodc khang thé
[1] A61K39/385 Hapten hodc khang nguyén két hop véi thé mang
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Phan loai sdng ch& Nhat Ban (Japan FI)

A61K39/09

[0] A61K39/00 Dwoc pham cé chira khang nguyén hodc khang thé
[1] A61K39/02 Khang nguyén vi khuan

[2] A61K39/09 Lién cau khuan (Streptococcus)

A61K39/385
[0] A61K39/00 Dwoc pham cé chira khang nguyén hodc khang thé
[1] A61K39/385 Hapten hodc khang nguyén két hop véi thé mang

2.1.4. Chién lugc tra clru

Viéc tra cttu sang ché duoc bat dau bang viéc danh gid s6 lwong don va bang ddc quyén sang ché c¢é lién
quan dén phé cau khuan (Streptococcus pneumoniae). Do vay, biéu thirc tra ciru cé st dung céc ky tu
cut (st dung * trong biéu thirc) cla tir khda lién quan dén Streptococcus pneumoniae dugc xay dwng
nén. Do c6t I8i clia sang ch& dwoc mo ta trong tén, tdm tat hodc yéu cau bdo hd clia cac sang ché trong
ho sdng ché nén cac biéu thirc tra clru cling phai dwoc thuc hién trong cac trwdng tra clru nay (vi du TAC
trong Patbase)

2.1.4.1 Biéu thire tra ctru trén co sé ter khoa
Biéu thirc 1/ TAC=(pneumonia*OR pneumoco*)

Bi€u thirc nay tim dugc 7162 ho sang ché INPADOC nhu 13 két qua tra cru. Hau hét cac ho sang ché nay
khéng dé cap téi Streptococcus pneumoniae ma dé cap téi Mycoplasma pneumonia(e), Klebsiella
pneumonia(e), Chlamydia (ou chlamydophylla) pneumonia(e)...Nho vay, viéc tra ciru so bo dwgc thu hep
lai bang viéc chi r& giéng cla vi khuan hodc it nhat 13 thuat ngir viét tat (vi du S.pneumoniae).

Biéu thirc 2/ TAC=(((S OR strepto*)WF1pneumonia*) OR pneumococ*)
“WF1” c6 nghia la “mot tlr dirng trudc”

Bi€u thirc nay tim duogc 2429 ho sang ché INPADOC nhu 13 két qua tra clru. Cac ho sdng ché nay lién
quan dén Streptococcus pneumoniae nhung khong lién quan dén vac-xin bdi vi nhiéu sdng ché chi yéu
cau bdo ho khang sinh, thir nghiém chan doan, phuong phap nudi cdy... Do vdy, budc tiép theo can gidi
han két qua 13 cac ho sang ché cd yéu cau bdo hd vic-xin

Biéu thirc 3/ (bi€u thirc 2) AND TAC=(vaccin* OR antigen* OR immunogen* OR immunis* OR
immuniz*)
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Bi€u thirc nay tim dugc 1058 ho sang ché INPADOC nhu |3 két qua tra ctru. Tai buwdc nay d3 tim duoc
mot t6 hop cac ho sang ché& bdo ho vac xin két hop va cac dang vac-xin khéc cling nhu cac phwong phap
chan doan hodc khang thé trj liéu. Do vay, can phai cé s gidi han d6i véi vac-xin két hop.

Biéu thirc 4/ (biéu thirc 3 AND TAC=(carrier* OR conjugat*)

Biéu thirc cho ra két qua 1a mot danh sach gébm 661 ho sang ché INPADOC. Tuy nhién tip hop cac két
qua tim duoc lai qua nhiéu thong tin , tirc 13 ¢ phan 1&n cac sang ché khdng thich hop do dung tir khoéa
“carrier” cling nhu cac ho sang ché tim kiém dwoc chi lién quan dén phuong thirc phan phéi vic-xin. Do
vay ngudi ta quyét dinh bd két qua nay va sé sir dung vé sau khi két hgp vai céc tir khoa khac.

Biéu thirc 5/ (biéu thirc 3) AND TAC=(conjugat*)

Biéu thirc nay tim dugc 396 ho sang ché INPADOC nhu |13 két qua tra clru. Tuy nhién mot vai ho sdng ché
khong dé cap tdi vac-xin k&t hgp nhung lai dé cap téi vac-xin két hop vdi cac chat mang duoc dung dé
cai thién phuong thirc phan phdi hodc mién dich két hop clia ching (khdng thé két hop véi thure thé hoa
hoc dung cho tri liéu). Cac biéu thirc do vay dugc xay duwng dé loai bd cac sang ché nay (biéu thirc 6, biéu
thirc 7)

Biéu thirc 6/ (biéu thirc 5) AND TAC=(conjugat* W10 pharmaceutic*)
“W10” duoc hiéu la “10 tr xung quanh”.

Bi€u thirc nay cho ra 55 ho sang ch& INPADOC nhu 13 k&t qua tra ctru. Viéc xem xét cac ho sdng ché nay
duwoc tién hanh dé phan biét ra cic ho sang ché bao ho ca vic-xin ngira phé& cau khuan két hop va vic-
xin k&t hop va&i chat mang dugc dung va cac ho sang ché chi bao ho vac-xin két hop véi chat mang duoc
dung.

Céc ho sang ché& khdng nam trong pham vi clia nghién cttu nay thi dwoc lwu trong ho so riéng dé vé sau
s& loai bo chuing.

Biéu thirc 7/ (biéu thirc 5) AND TAC=immunoconjugat*

Bi€u thirc nay dua ra 15 ho sang ch& INPADOC. Toan bd sang ché nay khong dé cap téi vac-xin két hop
trlr mot sang ch& US55785973 ¢ st dung thuat ngit “immunoconjugate” dé dit tén 13 vac-xin két hop.

VN

Khi xem xét sdng ché nay thi “mdt ho sang ché md rong” “extended patent family” do cdng ty
IMMUNOMEDICS ndp duoc phat hién ra do ndm ngoai pham vi cia nghién clru ndy. Ho mé rong nay
“extended family” dwoc trich dan 13 “VLF30687837” trong co s& dit liéu Patbase. N6 thu thap dwoc 95

ho sang ché va 23 trong s6 d6 tim duoc bang Biéu thirc 5.

Céc ho sang ché& khong nam trong pham vi clia nghién cttu nay thi dwoc lwu trong ho so riéng dé vé sau
s& loai bo chuing.

Tai budc nay, viéc xem xét mot tp hop cac két qua cé dugc nhd Biéu thirc 5 ma khdng cé ho sang ché
nao dugc phat hién ra |3 ndm ngoai pham vi cGa nghién cttu nay (va lwu trong hd so “ho sang ché can
duoc loai bd”) duwgc tién hanh.
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Biéu thirc 8/ (bi€u thirc 5) AND NOT RF=cac ho sang ché can duworc loai bo 1
“RF” duwoc hiéu 13 “hd so duwoc ghi”

Bi€u thirc nay tim ra 357 ho sang ch& INPADOC nhu 1a két qua tra ctru. Viéc xem xét cac ho sang ché nay
da lam néi bat 1én nhiéu sang ché bdo hd dang bao ché vac-xin két hop phong ngira bénh viéem mang
n3o cé két hop véi vac xin lién hop clia mot vai tdc nhan gay nén bénh nay (vi du khdng nguyén
Nesseiria, khang nguyén phé cau khuan, khang nguyén hib...). 37 sang ché& do vay duoc loai trir va luu
trong ho so “cac ho sang ché can dugc loai bd” dé vé sau s& loai bd chung.

Trong sd cac ho sang ché khac tim dwoc theo Biéu thirc 8, c6 nhiéu ho sang ché& khdng dé cap dén cac
hoat chat cha vac-xin ngira phé cau khuan két hop nhung chiing lai mo ta:

- Co ché& tao mién dich (vi du US2008026002);

- Phuwong phdp st dung va hé phan phdéi (vi du US2007009542; US2002094338; US2002010428;
US2008066739; US2002038111)

- S&r dung vac xin ngtra phé& cau khuan két hop bang cach tiém chling dé phong ngtra cac bénh khac (vi
du US2009047353 — Phuong phap theo diém 46 ma & d6 thudc dung cho bénh nhan tai cing thoi diém
nhw 13 dung vac xin ngira phé cau khuan két hop);

- M6 ta cac dang bao ché clia vac xin (vi du US 2002107265);

- Thanh phan cta vic xin da gia trong d6 khang nguyén bd sung dugc cho thém vao va trong s6 nhitng
khang nguyén bé sung tiém ndng nay thi phé ciu khuin dugc dé cip dén (vi du US2007161088;
US2006121059);

- Qui trinh tinh ché khang nguyén ma cé thé duogc st dung dé phat trién vac  xin két hop (vi du:
US2008286838; CN102094053);

- San xudt khang thé trj liéu (W005070458; US2009191217;W0010094720);

- Phuong phép nudi cay vi sinh vat cé thé dugc sir dung trong quy trinh san xuat vac xin ngira phé cau
khan két hop (vi du US2010290996);

- Phuwong phép phat hién nhu 13 danh gia tinh hiéu qua cla vac xin ngira phé cau khuan két hop (vi du
US2005260694; RU2027190, US4308026; US4185084; US2005208608);

- Phu gia (US2005158329; US2009010964; US2004047882; US6262029);
- Vac xin phong ngtra di (rng trén co s& vac xin ngira phé cau két hop (vi du: WO0074716)

- Phuong phép st dung lién hop Pneumococcus polysacharide dé& ngan ngira cac bénh truyén nhiém
khac (vi du US2003099672; W00062802);
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4. - Phuong phap ma khong can cé sy két hop vai protein tai (vi du US2009136547); diéu bién mién
dich (US2004156857; US5985264; W011041691).

Toan bo céc ho sang ché tuong (ng vdi cac sang ché nhu vay sé bj loai va luvu trong hod so “cac ho sang
ché& can duoc loai bd” dé sau nay s& bo di.

Tai budc nay, hd so “céc ho sdng ché can duoc loai bd” cé chira 248 ho sang ché va chi con 148 ho séng
ché clia Biéu thirc 5 dugc gilt lai cé lién quan dén hoat chat clia vac-xin nglra phé cau két hop.

Nhu d3 phan tich & Biéu thirc 5 va tap hop 1 gdm cdc ho sang ché thich hop dwoc thiét 1ap, nhung viéc
xay dung cac biéu thirc méi dé tim xem liéu c6 ho sdng ché nao khéng dé cap dén “két hop” nhung dap
rng vai s mo ta “vac-xin k&t hop” bang viéc sir dung cac tir khda khac cé thé duoc thuc hién. Budc thir
nhat, bao gdbm sy k&t hop cac tir khéa md ta su két hop nhuv fused, fusion, linked, coupled, bound,
associat(ed), attach(ed), merg(ed), chimer(s), chimeric (va cac tir khda cé lién quan) vdi cac tir mo ta
phan t&r két hgp nhu protein(s), peptide(s), peptidic hodc carrier(s).

Bi€u thirc 9/ (Biéu thirc 3) AND TAC=((fuse™ OR link* OR chimer* OR associat* OR attach* OR merg*
OR bound) W10 (protein* OR peptid* OR carrier*))) AND NOT (Biéu thirc 5)

“~" “fuse™ sé tim cac tlr fuse, fused, fusing

Bi€u thirc nay tim duwoc 159 ho sang ché INPADOC nhung sau khi xem xét ching chi c6 14 ho sang ché |a
thich hgp (W010079464, W009106085, US2010092504, US2002064533, US2006039922, W003035106,
W008124646, W0O11013097, US6165468, US2008095803, US4402939, W008119358; US2006002941;
W011103588). Rat nhiéu ho sang ché tim dwoc nay khong lién quan dén phu gia, chat mang cé thé chap
nhan dugc vé mat dugc dung, sir dung protein phé ciu khuan (hodc peptit) lam chat tai.

Phan 1&n cac vac-xin ngira phé& cau khuan két hop trén co s& glycoconjugate (lién két glyco). Do vay cac
tir khda nay s& duoc kiém tra dé xem liéu c6 ho sang ché nao cé thé tim kiém dwoc khdng

Biéu thirc 10/ ((Bi€u thirc 3) AND TAC=glycoconjugate*) AND NOT ((Biéu thirc 4) OR (Biéu thirc 9))
Biéu thirc nay tim dugc 2 ho sdng ch& INPADOC nhung chi cé 1 ho sang ché |a thich hop (W011027116).

Do ba loai vac xin nglra phé& cau khuan két hop cé thé dugc thuong mai hda nén ciing can phai xem liéu
tén thuong mai nay cé dwoc st dung trong tai liéu sdng ché khong.

Biéu thirc 11/ TAC=(prevnar OR synflorix) AND NOT ((Biéu thirc 4) OR (Biéu thirc 9))
Biéu thirc nay tim dugc 2 ho sang ch& INPADOC nhung chi cé 1 ho sang ché |a thich hop.

Biéu thirc 12/ (TAC=((((D OR diplo*) WF1 pneumonia*)) AND conjuga*)) AND NOT ((Biéu thirc 4) OR
(Biéu thirc 9))

Biéu thirc nay tim dugc 2 ho sdng ché INPADOC nhung chi cé 1 ho sdng ché |a thich hop.
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2.1.4.2 Biéu thirc tra ciru trén co sé chi sé phan loai

Mot khi cac bi€u thirc tra clru trén co sé tir khoad d3 duoc kiém tra toan bd thi cac biéu thirc tra clru trén
co s& cac chi s6 phan loai sang ché s& duoc kiém tra.

Biéu thirc 13/ ((1IC=A61K39/09 OR UC=424/237.1 OR EC=A61K39/09* OR JCI=A61K39/09) AND
TAC=(pneumo* AND conjugat*) AND NOT ((Bi€u thirc 4) OR (Biéu thirc 9))

“IC” nghta la “phan loai sang ché quéc té
“UC” nghta la “phan loai séng ché Hoa Ky
“EC” nghfia 1a phan loai sang ché chau Au
“JCI” nghia |a phan loai sdng ché Nhat Ban

Bang biéu thirc nay d3 tim duoc 19 ho sdng ché INPADOC. Sau khi xem xét cac ho sang ché nay thi chi
tim duoc 4 sdng ché (PE13052007; NL300415; CO5241278; US5679768).

Biéu thirc 14/ (((1IC=A61K39/385) AND (Biéu thirc 2) AND NOT ((Biéu thirc 4) OR (Biéu thirc 9))

Bang biéu thirc nay tim dwoc 22 ho sdng ché INPADOC. Sau khi xem xét cac ho sang ché& nay thi chi tim
duwoc 4 sang ché (FR2475900; KR20020000785; US2002032323 (c6 tén la vac-xin phu gia nhung tuong
rng v&i vac-xin két hop).

2.1.4.3 Biéu thirc tra ctu bang céc tir khda khéng phai tiéng Anh

Sau khi thir cac biéu thirc tra clru trén co s& tir khda va/hodc chi s6 phan loai sdng ché thi cling can xay
dyng thém cdc biéu thirc tra cru bang cac ngdn ngit khac tiéng Anh (La tinh hodc khong phai 13 La tinh).

Bi€u thirc 15/ Biéu thirc 2 AND TAC=(conjug* OR konjug*) AND NOT ((Biéu thirc 4) OR (Biéu thirc 9)
OR (Biéu thirc 13) OR (Biéu thirc 14)))

Bang bidu thirc nay tim kiém duwoc 22 ho sang ch& nhung chi c6 mét trong s6 dé bao hd vac-xin
(PE0602008). V&i bidu thirc tra ctru ma khong cé tir khda nao lién quan ddc biét dén vac-xin duoc sl
dung nhu vay thi hau hét cac sdng ché bao hd cac phuong phéap diéu tri hodc phét hién trén co s két
hop.
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BIEU THU'C 16/ [RU]: TAC=((cTpenTokokK nHesmoHuu) AND BaKyuHa)

“cTpenToKoKK nHeBMoHuK”“ co nghia la “Streptococcus

” o«

pneumoniae” “BakymHa“ co nghia la “Vaccine”

BIEU THU'C 17/ [JP): TAC=("7 27 F >/ AND fi 4 B 843K )

“ib 48 BBRE“ c6 nghia 13 “Streptococcus

pneumoniae” “J 47 F 27" cé nghia la “Vaccine”

BIEU THU'C 18/ [CN]: TAC=(fli ¢ 455K AND 2 1)

“RB A EEERE" c6 nghia 13 “Streptococcus

pneumoniae” “YEE" c6 nghia I3 “Vaccine”

BIEU THU'C 19/ [KR]: TAC=(24 &1 AND H| & o4 23)

“HE A 22 cb nghia la “Streptococcus
pneumoniae” “8% &1 ¢6 nghia la “Vaccine”

Bang viéc két hop cac thuat nglt khong phai ngdn ngit La tinh (ti€ng Nga (RU), tiéng Nhat (JP), tiéng
Trung Quéc (CN) va tiéng Han Quédc (KR) va loai b céc thuat nglr trude dé, tirc la

(Biéu thirc 15 OR Biéu thirc 16 OR Biéu thirc 17 OR Biéu thirc 18) AND NOT (Biéu thirc 4 OR Biéu thirc 9
OR Biéu thirc 12 OR Biéu thirc 13 OR Biéu thirc 14)), 83 ho sang ché d3 tim kiém dugrc. Sau khi xem xét
cac ho sang ché nay, nhiéu ho trong s6 nay bao hd vac-xin nhuwng khong phai la vac-xin két hop ( diéu do
1a dé& hiéu bdi vi khong cé tir khoa lien quan dén két hop dugc st dung dé don gidn héa biéu thirc tra
ctru), nhung nh& c6 buwdc nay da tim duoc 4 ho sang ché ma d3 khdng phat hién ra trudc dé
(CN101024079; CN101130071; W0O06065137; W09839450).

Céc sang ché nay da khong tim thay duoc ngay luc dau do viéc dich thuat bang may da gay ra nhitng sy
sai sot vé chinh ta cda cdc tir khda dworc dich.

2.1.4.4 Phan tich tinh kién dinh cda tap hop sang ché

Viéc phan tich sy trich dan vé tap hop sdng ché da tim ra mdt danh sach céc sang ché hay duoc trich dan
nhat. Cac sang ché hay duoc trich dan nay hodc d3 cé trong hodc van & bén ngoai tap hop sang ché. Cac
ho sang ché& chua cé trong tap hop nay duoc kiém tra va khéng can chi dan téi viéc xac dinh cac ho sang
ché c6 lién quan khac.

Diéu d6 khang dinh rang chién lwoc tra clru nay khong can chinh stra ti€p theo bang cac tir khda, cac chi
s6 phan loai bé sung hodc nhitng thir khac.

2.1.4.5 Chinh stra tdp hop sang ché va co sé dir liéu cudi cung
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Viéc xem xét toan bd 33 ho sang ché INPADOC can phai cé cdc chuyén gia k§ thuat dé xac dinh mirc d6
lién quan cuta chung.

Mét danh sach 33 ho sdng ché INPADOC c6 kha ndng nhat lién quan dugc tim ra va dugc xem xét vdi sy
hop tac ctia WIPO va WHO nham muc dich dénh gia va loai trir ching tir co s& dit liéu cudi cung. Co’ sé&
dir liéu cudi cung vé vac xin phong ngira phé cau khuan két hop & ngudi duwoc tao nén vao ngay
3/11/2011 chira 165 ho sang ché INPADOC thich ho'p (22 ho sdng ch& INPADOC bi loai trir sau khi xem
xét lai thd cdng lan hai).

2.2. Phan tich thdng ké

2.2.1. 56 lwgng va sy tién trién clia don va bang ddc quyén sang ché

Tong sd ho séng ché cd yéu ciu bao h cac hoat chét
clia vac xin ngira phé cau khuan két hop & ngudi

Téng s6 don va bang doc quyén séng ché khac

165

Qui md h sang ché INPADOC trung binh 5.7 patents or applications/family
Bing doc quyén
Bon PCT

Bang 8: Thong ké chung vé don va bing doc quyén sang ché

Viéc tra clru sang ché d3 cho ra két qua 1a 165 ho sdng ché INPADOC gdm cac don va bang doc quyén
sang ché duoc cong b dén thang 10/2011. 165 ho sang ché nay cé 951 bang ddc quyén hodc don sang
ché& dugc cong bo. Trong s6 165 ho sang ché cé 71 ho sang ché cé it nhat mot bang ddc quyén sang ché.

165 ho sang ché nay cé chira ba “Ho sang ché phirc hop” (CPF):

- M6t ho yéu cau coi don sédng ché Hoa Ky s6 US1991065773 la don wu tién (6 ho sang ché ngoai
46 ho sédng ché clia CPF nay cling thudc co s& dit liéu nay) ( dugc ndp bdi UNIV ALABAMA
va/hodc UAB RESEARCH FOUNDATION)

- M@t ho yéu cau don coi don GB19990006437 hodc GB19990009077 1a don wu tién (11 ho sédng
ché ngoai 24 ho sdng ché cla CPF nay cling thudc co s& dit liéu nay) (duoc ndp bdi GSK)

- M®ét ho yéu cau coi don GB20050026232 |a don wu tién (11 ho sang ché ngoai 44 ho sang ché
cla CPF cling thudc vé co s& di liéu nay) (dwoc ndp bdi GSK).
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DE biét thém thong tin vé viéc céc ho sang ché dugc thanh 13p nhw thé nao thi cé thé tim hiéu trong cac
tai lieu tham khao cac Tiéu chuan cla WIPO vé Ho sang ché’ hodc cac tai liéu tham khao khac trén
Internet®.

Bang ddc quyén sang ché dugc tim thay bang viéc tao ra mot bidu thirc tra clru dya trén ma tai liéu sang
ché lién quan dén bang ddc quyén sang ché ctia toan bd cac co quan cé tham quyén cap bang déc quyén
sang ché va sir dung né vao tap hop sang ché cé hoat chat cla vac xin ngira phé cau khudn két hop &
ngudi. Mbi mot co quan cé thdm quyén cap bang sang ché cé hé théng ma tai liéu sang ché cla riéng
minh. Vi du, d&i v&i co quan sang ché chau Au, cic cdng b6 bang ddc quyén sdng ché cé ma tai liéu “B”,
con m3 tai liéu “A1, A2, A3” dung cho céc cdng b6 don sang ché. B&i vdi co quan sang ché va nhan hiéu
Hoa Ky, cac cong bb cé m3 tai liéu “A” duogc cong bé truwde thang 11 ndm 2000 va cac cong bd bang doc
quyén sang ché c6 ma tai liéu “B1,B2”, con sau thang 11 ndm 2000 cdc don sang ché dugc céng bd cd
ma tai liéu “A1, A2”.

Céc ho sdng ché ma cé cac sang ché& d3 duoc cap bang thi khdng cé nghia 1a nhat dinh viéc bao hd d3 ¢
hiéu lyc hodc bang sang ché d6 van con hiéu lyc. Cac bang ddc quyén sang ché cé thé khdng con hiéu
lwc do mét vai ly do nhw thoi han bao hé da két thic, khdng tra phi duy tri hiéu luc hodc khéng qua
dugc qua trinh khi€u nai hodc huy bo.

Hinh dwdi day mo td hoat ddng bdo ho sdng ché theo thoi gian va dua ra mot cai nhin vé ty 1é cap bang
sang ché trong linh vuc cac hoat chat vac xin nglra phé& cau khuan két hop & ngudi. D6 thi trinh bay s6
ho séng ché (truc Y) theo thoi gian ndp don dau tién (truc X). Ndm nay (ndm wu tién) duoc chon thay vi
nam céng bd, nhu vay sé chi ra rd hon cdc hoat déng dang ky bdo hd sdng ché do né it phu thudc vao sy
thay d6i vé chinh sach cong bd khac nhau va lwgng don ton dong cla cac co quan sang ché. Téng s6 ho
trong moi ndm ndp don dau tién duoc chia 1am hai phan theo ho sang ché hodc cé it nhat mot hodc
khdng cé bang ddc quyén sang ché nao.

Bi€u d6 nay d3 chi ra mot sy gia tdng manh cta cac don ndp vao ndm 1999 va sau d6 la mot sy tang vot
[an hai vao ndm 2005.

Bang déc quyén chi chiém phan nho trong céc ho séng ché mai d3 phan anh tinh trang dang xem xét chd
cap bang, tirc 1a thoi gian tir khi ndp don dén khi cap bang sang ché gitta cac co quan sang ché 1a khac
nhau va cé thé kéo dai t&i vai ndm (vi du thai gian nay |13 khoang 4 ndm dé dwoc cap bang déi véi EPO).

Trong nhi*tng ndm 1990 cé hon 70% ho sang ché cé it nhat mot bang déc quyén sang ché trong khi dé
sau ndm 2000 ty lé nay d3 khéng vugt qua 50%. Bang doc quyén sang ché chi chiém phan nhd trong céc
ho sang ch& mdi (tlr ndm 2005) d3 phan anh tinh trang dang xem xét, ch® cap bang, tirc 13 thoi gian tir
khi ndp don dén khi cap bang sang ché gilra cac co quan sang ché 1a khac nhau va cé thé kéo dai t&i vai
ndm (vi du thoi gian nay 1a khodng 4 ndm dé dwoc cap bang déi véi EPO). D8i véi cac ho sang ché nay

’ http://www.wipo.int/standards/en/pdf/08-01-01.pdf

8 http://www.intellogist.com/wiki/Patent Families
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viéc tham dinh cac sang ché dong dang cé thé van con dang xem xét hodc van chua cé yéu cau tham
dinh ndi dung.

D3&i vdi nhitng ndm ndp don sang ché trwdc day, can tinh dén chinh sdch cdng bd va sy phat trién cla
luat sdng ché qudc gia. Vi du cho dén thang 11 ndm 2000, luat sdng ché Hoa Ky chi cho phép céng bd céc
sang ché My d3 cap bang. Do vay cac don sang ché M§ khong dwoc cap bang thi thue té 13 khdng bao gior
dugc céng bb. V& dé bao phl cla cac co s& dit liéu quéc gia dung trong nghién cliru nay cé thé tham
khao phan phu luc twong (rng. Ngoai ra, do do tré phai 18 thang sau ngay ndp don mdi cdng b6 nén dir
liéu sau nam 2009 ciing khéng duoc day du.

15 1

14

10
I

S6 Iwong don nop

“dl L ol 1
SPP P PSS ISP P LFEPF I FFL LSS EESL IO

Nam nép don dau tién

[}

1 Pon cong bo 1 Bang doc quyen sang cheé

Hinh 19 - Sy tién trién cla s6 cac ho sang ché c6 hoic khong c6 bang ddc quyén sang ché theo nam
ndp don dau tién

Don PCT chiém mot ty 1& 16n trong cac ho sang ché. Trong hinh duéi day, ngudi ta cé thé nhan thay rang
s6 luvgng ho sang ché khdng c6 don PCT dat dinh vao ndm 1991, 1999 va 2000 chi la do “Céc ho sang ché
phirc hop”.
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Nam nép don dau tién

11 Ho sang ché khong c6 don PCT I Ho sang ché ¢6 don PCT

Hinh 20 - Sy tién trién cla sd lwgng ho sang ché c6 hodc khéng c6 don PCT theo ndm ndp don dau
tién.

Bang dudi day liét ké cac co quan xuat x(r clia toan bd don PCT. Badng nay dugc thiét 1ap bang viéc xem
xét s8 don cta don PCT ma s& don nay cd dé cap téi co quan xuat xit cia don PCT nay (vi du 2008WO-
FRO0687, don PCT nay dwoc ndp qua co quan sang ché Phap).

Co quan nop don dau tién

L
o

UNITED STATES

EUROPEAN PATENT OFFICE (EPO)
INTERNATIONAL BUREAU (WIPQ)
FRANCE

UNITED KINGDOM

ISRAEL

CANADA

DENMARK

KOREA

NETHERLANDS

AUSTRALIA

TALY

JAPAN

M
[a*]

=
w

Bang 9 - Xuat xi¥ chia cac do'n PCT
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Cac don PCT dwoc ndp chi yéu thdng qua cdc co quan sang ché qudc gia hodc khu vure va chi céd mot sé
it don dugc ndp truc tiép qua van phong qudc té.

2.2.2. Vi tri ndp don dau tién

Sy phan tich vé vj tri nép don cla cac sdng ché wu tién da cho ra két qud trong bang sau day. Ban do6 vé
cac don nay cé thé xem trong phan phu luc. Vi tri ndp don wu tién va sy gia ting cla cac don nay cé thé
dua ra mot chi bdo vé nuwdc xuat xi cla cac don dang ky va dong lyc sang tao cla nhitng nudc nay.

79]80]81[82] 83] 84] 85 86[87] 88 89] 90[ 91] 92] 93] 94 ] 95] 96] 97] 38 ] a9] 0] 01] 02] 03] 04] 05 [ 06 07 O8] 09] 10[ Tota
PCT WORLD
AMERICA UNITED STATES 1)1 9 4 18
CANADA
EUROPE 1
UNITED KINGDOM
FRANCE 1]1 1 3
EUROPE DENMARK
ITALY 1
GERMANY 1 1
SWEDEN
CHINA
ASIA KOREA 1
JAPAN
AUSTRALA AUSTRALIA 1

Total 1]1 1014]14]114]|5]10]7 |19] 6
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Bang 10 — Su tién trién cia do'n ndp dau tién theo cac co’ quan sang ché

Nhitng don sédng ché trwdc day dugc ndp vao Phap nhung Hoa Ky va ti€p theo it hon 1a Vuwong qudc Anh
cling 13 nhitng co quan chi€ém wu thé I&n vé viéc ndp don dau tién. S8 lwong don wu tién quan trong 13
s& nam trong vong do do sy cé mit clia “Céac ho sang ché& phirc hgp”. Miac du qua phan tich nay cé thé
nhin thay Trung Qudc 13 mot nwdc mdi ndi lén gan day nhung van chua thye sw ¢ an twong vé s6 luong
don dang ky sang ché.

Dé c6 mét sy hiéu biét t6t hon vé nwdc xuat x&r va dong luc sang tao trong nhitng nudc nay thi can phai
c6 mét cdi nhin thich hogp hon vé s6 lvgng don dang ky sang ché theo noi cw tri cua tac gia sang ché
hon 13 theo co quan ndp don dau tién.

DE c6 thé thuc hién céc théng ké nay thi dit liéu lién quan dén qudc gia cla tac gid sang ché (dugc trich
ra tir dja chi cla tac gia sang ché) duoc chi dan trong co s& di lieu FamPat (Questel™), can duoc st
dung. D& lam diéu d6, cac ho sang ché clia co s& dit liéu “Cac hoat chat clia vac-xin nglra phé cau khuin
& ngudi” can dugc dua vao FamPat. Diéu nay khdng lam thay ddi s6 lwong ho sang ché tim dugc mac
dau cé sy xac dinh hoi khac gitra cdc ho sang ché FamPat va INPADOC (cac ho sang ché FamPat dugc
xay dwng tir cdc don sang ché cé chinh xac cung céc dit liéu vé quyén wu tién trong khi d6 cac ho sang
ché& INPADOC lai dugc xay dwng tir cdc don sdng ché cé it nhat mdt don sdng ché wu tién chung). Do d6,
s6 lwgng don dang ky sadng ché cé néu tén it nhat mot tac gid dén tir mot nudce cu thé cling dugc tinh
dén.
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Can lwu y rang téng cla hai d6i twong trong bang 1a khac nhau do cac tac gid sang ché cé tén trong mot
don sdng ché ca nhan cé thé tir cac quéc gia cu trd khac nhau; mdi quéc gia s& dugc tinh mot [an, vi du
mot don sang ché cé hai tac gid sdng ché mot cu trd & Bi va mot cu tri & Anh thi don nay s& duoc tinh
cho ca hai quéc gia.

S6 lugng don ndp vao | SG lugng don ndp theo noi cu
méi cor quan sang ché trd cla tac gia sang ché

PCT WORLD 2
UNITED STATES
AMERICA CANADA
BRAZIL
EUROPE
UNITED KINGDOM
FRANCE
DENMARK
ITALY
EUROPE GERMANY
SWEDEN
BELGIUM
ICELAND
AUSTRIA
NETHERLAND
BELARUS
INDIA
CHINA
ASIA KOREA
JAPAN
MIDDLE EAST ISRAEL
AUSTRALIA AUSTRALIA
Total 165
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Bang 11 — So sanh giira noi ndp don va noi xuat xi cha tac gid sang ché

Dua trén dit liéu nay, ngudi ta nhan thay rang cac sdng tao clia Canada cé xu hudng duoc bdo hd dau
tién théng qua co quan sang ché Hoa Ky va céc sdng tao cla Italy, Ha Lan va Bi cé xu hudng dugc bdo hd
dAau tién thdng qua co quan sang ché Anh. Cé mot vai ly do cé thé dwa thém vao dé giai thich nhitng sw
khac biét nay:

- Loiich trong cac trwdng hop cu thé dé sir dung céc sang ché tam thdi ca My (ca khi su sang tao
nay khéng phai la clia céc tac gia sang ché My)
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- Su khac nhau vé vi tri cla co quan sadng ché& va nhdm nghién clru. Vi dy, 26 don duoc ndp béi
céc tac gid sang ché Bi nhung lai khdng dang ky vao co quan sang ché Bi. Piéu d6 d3 giai thich
mot thye t& rang nhdm nghién cru vac xin clia GSK dwoc dét tai Bi nhuwng lai ndp don vao Anh
do tru s& chinh cla céng ty dwoc dat tai nwdc nay. Tuong ty nhu vdy, nhdm nghién cru cta
NOVARTIS/CHIRON d3t & Italy nhuwng lai nép don vao Vuong quéc Anh

- Loi ich cta viéc ndp don tryc tiép bang ti€ng Anh dé gidm bt cac chi phi dich thuat trong twong
lai.

2.2.3. Qui md ho sang ché trung binh theo co quan ndp don dau tién

Nhirng di¥ liéu nay duoc thiét 1ap bang viec xem xét s6 cong bd clia mdi ho sang ché dé 1ay ra s6 lugng
cac co quan cé don sang ché& ndp vao. Tuy nhién, d6i véi don va bang ddc quyén sang ché clia cac nudc
chau Au nop théng qua qui trinh chau Au thi mét cach tinh khac dwoc thuc hién do nhitng dic thu cla
qui trinh nay. Tuy theo céc co quan duwoc chi dinh va lya chon ma cac co quan nay cé thé cap hodc
khéng cdp cho don sdng ché méi mot s6 don. Vi du, co quan sdng ché DPlrc s& cdp moét s6 mdi
(DE123456) sau khi sy m& rong thong qua qui trinh chau Au trong khi Phap lai s& dung s6 don cla co
quan sang ché chau Au (EP654321). Piéu nay lam cho s6 lwong don, bang clia Dirc ma rong sé Ién hon
clia Phap mdt cach khong thda dang khi xem xét cac ho sang ché qua s6 don va bang ddc quyén sang
ché. B&i vay, khi mot ho sang ché cé mot don sang ché duoc ndp thdng qua co quan sang ché chau Au
(EPO) thi cac s6 don do céc co quan Iwa chon cdp (khi vao pha qudc gia ) s& khéng duwoc tinh dén. Cac s6
don nay chi duogc tinh khi khéng cé don EP trong ho sdng ché. Ngoai ra, mdi co quan chi mdt tai liéu
dwoc dua vao tinh todn qui mé ho sang ché nham khdng tinh hai [an cho mdt don hodc mdt bang sang
ché.
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Qui mé ho sang ché trung binh

6 léch chuan

Co quan ndp don dau tién

AUSTRALIA (AU)
CANADA (CA)
CHINA (CN)
DENMARK (DK)
EPO (EP)
FRANCE (FR)
GERMANY (DE)
ITALY (IT)
JAPAN (JP)
KOREA (KR)
SWEDEN (SE)
UNITED KINGDOM (GB) 5.8

UNITED STATES (US)
WIPO (WO)

Bang 12 — Quy mé ho sang ché trung binh va dé léch chuin theo co’ quan ndp don dau tién
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C6 thé& nhan thay rang cac ho sang ché& Trung Quéc chua bao gidy dwoc mé réng. Cac ho sang ché Hoa Ky
va Anh dugc chia lam hai nhdm chinh : mét nhém chuwa bao gior dugec mé rong va mot nhom cé sb lwong
mé& réng cao (~12) d3 dan téi mot qui md ho sang ché trung binh cé gid tri trung binh nhuwng cé d6 léch
chuén cao.

2.2.4. Vi tri ndp don [an th hai

Viéc phan tich vi tri ndp don [an hai sé din dén cac két qua trong biéu d6 sau. Ban do bién soan cac dir
liéu nay cé thé dugc tim thay trong phu luc twong &ng. Nhitng nwdc dugc chon dé mé rong cac don uu
tién 1d mét chi bdo cua thj trudng va/hodc khu san xuat. Sy lwa chon cac nudce cling cé thé dugc dinh
huwéng tir cac cong ty la d6i tha canh tranh va nhitng d6i twong cé kha nang xam pham, cho du khéng cé
thi truding trong céc 1anh thé twong &ng nay. Trong linh viee Khoa hoc doi séng thi su lwa chon cling cé
thé duoc dinh huwdng bdi cac qudc gia thuong cé thir nghiém 1am sang (Ba Lan, Hungary, Thai Lan, An
Do...)

Nhitng dit liéu nay duoc thiét 1ap tir viéc xem xét s& sang ché clia mdi ho sang ché ma khong tinh dén
con s8 do co quan ndp dau tién dua ra (xem phan trudc dé tim giai thich vé cach tinh toan).
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Co quan nop don 1an hai

Hinh 21 - S8 lwgng don sdng ché trong cac co’ quan ndp don Ian hai

Nhiéu don ndp lan hai dugc ndp théng qua qui trinh PCT (nhu d3 biét & phan trudc, don PCT chiém tdi
khodng 68% cac don sang ché). Co quan sang ché chau Au (EPO), Canada, Uc, Nhat Ban ciing |a nhitng
co quan chiém wu thé vé ndp don lan thi hai. Can chd y dé&n su quan trong ctia Uc do chinh sach cap s&
bang sang ché tw dong cta Co quan sang ché& UC khi don PCT cé chi dinh Uc du cho khong cé sy mé

rong & Uc khi vao pha qudc gia.

2.2.5. Phan chia cdc don ndp theo chi sé IPC

Bang dudi day s& chi ra cac chi s& phan loai sdng ché thich hop phé bién nhat cé trong co s& dit liéu.

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012

66



: o 53 Iwgng dom va bang
= e - ot

AG1K39-09 I'u"ledici_nal pr?paraﬁgns containing antigens or antibodies,
Bacterial antigens, Streptococous

Antiinfectives, i.e. antibiotics, antiseptics,
chemotherapeutics, Antibacterial agents

Medicinal preparations containing antigens or antibodies,
Haptens or antigens, bound to carriers

AG1KAT Medicinal preparations characterised by the non-active
ingredients used, e g carriers, inert additives [2

AG1P37 FIrug5 for immunological or allergic disorders (e.g.
immunomodulators)

Mutation or genetic engineening; DNA or RNA
C12N15 concerning genetic engineering, vectors, e.g. plasmids, or
their isolation, preparation or purification
Peptides having more than 20 amino acids; from
C07K14-195 bacteriaGastrins; Somatostating; Melanotropins; Derivatives
thereof
Peptides having more than 20 amino acids; Gastrins;
CO07K14-315 Somatostating; Melanotropins; Derivatives thereof, from
bacteria - from Streptococcus (G, e.g. Enterococt

. Medicinal preparations containing antigens or
AB1K39-085
- antibodies (materials for immunoassay GO1N 33/53)
CO7K1G Immunoglobulins, e 2. moneclonal or polydonal antibodies |
Preparation of peptides or proteins :

Peptides having more than 20 amino acids; Gastrins;
q ; ¥
RIRERERS Somatostatins; Melanotropins; Derivatives thereof
GDIN33 Investigating or analysing materials by specific methods not 24
- covered by groups GOIN 1/00-G01N 31,/00

. Medicinal preparations containing antigens or antibodies
i g
Dther A61K39 | except AB1K39-09)

CO7KL7 Carrier-bound or immobilised peptides; Preparation thereof |1

C07K19 Hybrid peptides (hybrid immunoglobulins composed solely
- of immunoglobulins CO7K 16/46)

Medicinal preparations containing maternial or
ABIK35-74 reaction products thereof with undetermined constitution,
from bacteria

Bang 13 — S8 lwgng ho séang ché dwoc phan loai trong pham vi céc chi sé IPC lién quan
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Hinh 22 — S& lvong cac ho sang ché duwoc phan bd trong pham vi cac chi sd IPC thich hgp theo nam
ndp don dau tién

Khong c6 mot xu hwdng rd rang nao cé thé nhan thay bang viéc phan tich theo cac chi sé IPC.

2.2.6. Phan tich theo ngu¢i n6p don

Cé hai dang ngudi ndp don cé thé phan biét: mét thudc vé khdi nghién ctru va mét thudc vé khéi cong
nghiép. Sy tién trién cla viéc ndp don wu tién tir khéi nghién ctru va tir khdi cdng nghiép (hinh minh hoa
dudi day) da chi ra sy chiém wu thé vé viéc ndp don cla khéi san xuat cdng nghiép. Chi cé mot it don va
nhitng don cii la dwoc déng nép don tir khdi sdn xuat cdng nghiép va khdi nghién ctru.
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Hinh 23 — S6 lvgng don wu tién cha cac co’ quan, t8 chirc/cdng ty cong nghiép/ca nhan theo ndm ndp
don dau tién

Bi€u d6 duwdi day sé& chi ra nhitng ngudi ndp don chinh dugc phan loai theo qui mé ho so sang ché cla
ho. Dong ndp don thi dwoc tinh cho mdi chl don. Vi du nhw mdt don sang ché cung dwoc ndp bdi Chinh
pht Hoa Ky va céng ty GSK thi don nay dwoc tinh mét cho Chinh ph Hoa Ky va mét cho cong ty GSK.
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Hinh 24 — Danh sach nhirng ngui ndp don chinh (> 2 do'n hodc bang doc quyén sang ché)
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Cong ty duoc Idn, GSK chiém wu thé trong s6 cac ho sang ché. Tuy nhién can luu y rang cong ty GSK ¢
ba “Ho sdng ché phirc hop” da lam tdng mot cach gia tao sd ho sang ché do cé cac don tach va don tiép
tuc mot phan nhung yéu cau bdo hd van twong tw nhu don wu tién. Khi khéng cho ba “Ho sang ché
phirc hgp” nay vao tinh todn thi GSK, Novartis, Pfizer cho dén cac cong ty c6 qui mé nhé hon nhu
Merck&Co, Sanofi Aventis va Baxter déu cé mot ho so sang ché twong ty nhau.

Xin h3y lwu y rang cac chi nhanh / cong ty con dugc tap hop lai dwdi cac cdng ty me clia ching. Su phan
nhém nay duoc thuwc hién théng qua co s& dit liéu ndi bd clda cdc cong ty me va cac chi nhanh dugc
trién khai bang co s dit liéu thong tin thuong mai Elsevier’s’, cac trang web clia cong ty, cac bao cao
thudng nién, cac trang web va tap chi kinh doanh... P& rd rang hon, bang duéi day sé trinh bay chi tiét
sy phan nhédm nay.

NGU'O1 NOP
BO'N [quédc tich)

GSK (GB) GLAXOSMITHELINE BIOLOGICALS (BE); SMITHKLINE BEECHAM
BIOLOGICALS (BE)

NOVARTIS (CH) CHIRON {US), SCLAVO (IT), NOVARTIS VACCINES AND DIAGNOSTICS

AMERICAN CYANAMID (US), COLEY PHARMA GROUP (DE), POWDERIECT
VACCINES {US), PRAXIS BIOLOGICALS INC (US), WYETH (US)

US GOVERNEMENT US DEPARTMENT OF HEALTH AND SERVICES, US ARMY
HENRY M JACKSON The Henry M. Jackson Foundation for the Advancement of Military
FOUNDATION [US) Medicine

MERCK & CO (US) MERCK & CO (US); IRBM P ANGELETTI {IT)

AVENTIS PASTEUR (FR); CONNAUGHT LABORATORIES (CA); PASTEUR
St B R MERIEUX SERUMS & VACCINS (FR); SANOFI PASTEUR (FR)
UAB RESEARCH UAB RESEARCH FOUNDATION (=TTO of The University of Alabama at
FOUNDATION (US) Birmingham)

BAXTER BIOTECH; BAXTER HEALTHCARE; NORTH AMERICAN VACCINE;
BAXTER INTERNATIOMNAL INC

INSTITUT PASTEUR (FR) INSTITUT PASTEUR

PROTEA VACCINE
-
TECHNOLOGIES (IL) Purchased in 2008 by NasVax (IL)

ALBERTA RESEARCH ALBERTA RESEARCH COUMCIL (since 2010 Alberta Innovates -
COUNCIL (US) Technology Futures)

UNIV ROCHESTER (U5S) UNIVERISTY OF ROCHESTER
BIOSYNTH RES LAB SRL (IT) | BIOSYNTH RESEARCH LABORATORIES SRL

CHILDREN'S HOSP e
ROSTON {US) CHILDREN'S HOSPITAL BOSTON

PIERRE FABRE (FR) PIERRE FABRE MEDICAMENT; PIERRE FABRE SA

CHU BANG (gquéc tich khac véi ngwréi ndp don)

PFIZER (US)

BAXTER (US)

Bang 14 — Nguwdi ndp don va cac chi nhanh cta ho (>2 don hodc bang doc quyén sang ché)

? http://www.elsevierbi.com/companies
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Bi€u d6 dudi day sé trinh bay chi tiét cac co quan dwoc wu tién ndp don [an thir nhat va [an th hai déi
véi mdi ngudi nop don.
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Hinh 25 — Céc co’ quan ndp don dau tién dwoc wu tién hon cta nhirng ngudi ndp don chinh
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Hinh 26 - Cac co’ quan ndp don Ian hai dwoc wu tién ho'n cta nhirng ngudi nép don chinh
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Bi€u d6 duwdi day s& chi tiét hda sy tién trién cla cac don ndp dau tién bdi ngudi ndp don. Nam tuong
rng v&i nam wu tién dau tién cda ho sang ché. Mot biéu dd nhu vay s& giip nhan ra nhitng ngudi ndp
don di dau va nhitng ngudi ndp don méi ndi l1én trong sé cac don nay.

CHLEREN S HOSP BOSTON -

TECHUWLCGES LTD |
[&CE BOSCENCES) ! !
EOSYNTH RES LAB SRL @
[NTERCELL AG) ¢ .
[DEXTER) - . .-
[l - w @ - +r @+ 9 o
[HERRY 1 JACKSON
FOUNDATION] @
@
ISAKOFI AVEITS] ’ . - 4
JUS GOVEMMENT) - 2 @
(B SPA) @
[NECERLAMNDEN STAATIH -
[LRIY ALEERTA] . .
KOVARTIS) ¢ v @ v @ [CH
[MERCK & €O+ e @
[PFIZER) . R . o+ + .
[UNY ROCHESTER]
[MERRE FABRE] . -

[NSTITUT PASTEUR)
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Hinh 27 - Sy tién trién cta cac don ctia nhirng ngwdi ndp don chl yéu (theo ndm don ndp dau tién)

Vién Pasteur |3 trung tdm nghién cru d4u tién ndp don sang ché vé vac-xin ngira phé cau khuan két hop.
Trong s6 nhi*ng ngudi ndp don tich cuc nhat, ngudi ta cé thé nhan thay té chirc tai trg Henry M.Jackson
va td chirc tai trg nghién ctru UAB chi ndp don ding ky sang ché trwdc ndm 2000 trong khi dé GSK va
Novartis lai ndp phan I&n don sadng ché cha ho sau ndm 2000. Pfizer, cdc phong thi nghiém cla chinh
pht Hoa Ky cho dén cac cong ty nhé hon nhu Merck & Co va Baxter van ndp don thudng xuyén tir khi
ndp don dau tién cla ho. Trong nhitng ngudi ndp don madi ndi thi cong ty Cong nghé vac-xin Protea
cling dugc xem xét dén.

Trong s6 ba ngudi nép don dau tién, chi cé Novartis 1a van chua thi trudng hod vac-xin ngira phé cau
khuan két hop nhung diéu nay cé thé duoc gidi thich bang thuc t& rang cong ty nay chi gan day mdi
hoat dong tich cyc trong linh vyrc nay.

Bang dudi day sé chi tiét qui md ho sdng ché trung binh theo nguwdi ndp don. Xin luvu y mot diéu do viéc
dénh so riéng biét clia cac don sang ché khi vao pha quéc gia cta qui trinh chau Au (xem phan 2.2.3. vé
giai thich chi tiét), khi ho sdng ché cé chira don sdng ché dugc ndp qua co quan sang ché chau Au (EPO)
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thi cac s6 don duoc cdp bdi cac co quan lya chon (khi vao pha quéc gia) s& khong dugc tinh dén. Céc sé
nay chi dwoc tinh dén khi khéng cé don EP trong ho sang ché.

Ngoai ra, mdi co quan chi mét tai liéu dugc dua vao tinh todan qui moé ho sang ché nham khong tinh hai
lan cho mot don hodc mot bang sang ché.

Nhitng di¥ liéu nay chi ra rang ngudi ndp don thudc khoi nghién cltu cé xu hudng ndp cac ho sdng ché
nhd hon so véi nhitng ngudi ndp don thudc khéi cdng nghiép. 3 “Ho sang ché phirc hgp” hudng tdi qui
md ho sang ché trung binh thap hon (c6 dé léch chun cao hon).

Db léch chuan

Ngwoi ndp don Qui mé ho séng ché trung binh

o

SK

NOVARTIS

PFIZER

US GOVERNMENT

HENRY M JACKSON FOUNDATION
MERCK & CO

SANOFI AVENTIS

UAB RESEARCH FOUNDATION

INSTITUT PASTEUR
PROTEA VACCINE TECHNOLOGIES
LTD

ACE BIOSCIENCES

ENI SPA

PIERRE FABRE

UNIV ALBERTA

UNIV ROCHESTER
INTERCELL AG
NETHERLANDSEN STAAT
BIOSYNTH RES LAB SRL
CHILDREN S HOSP BOSTON
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Bang 15 — Qui mo ho sang ché trung binh theo ngudi nép don

2.2.7. Phan tich theo tac gia sang ché
Bang duwdi day liét ké cac tac gid sdng ché khac nhau cung vdi nhitng ngudi ndp don lién danh cda ho.

Can lwu y rang “Ho sang ché& phirc hop” dugc ndp bdi GSK nham tdng mot cach gia tao s6 Ian tén tac gia
sang ché trong cac don tuong &ng cla ho.
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UAR RESEARCH
FOUNDATION

UMV ALARAMA
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FOUNDATION
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2.2.8. Tap trung phén tich thong ké theo khu vyc: Brazil, An D6 va Trung

Qudc

Phan nay tap trung phan tich cic ho sang ché cé Brazil, An D6 hodc Trung Quéc 12 co quan ndp don dau
tién. Khong cé mot ho sang ché nao duoc tao nén tir cac don ndp dau tién cé ngudn géc An Do hoic
Brazil. Chi c6 mét vai don duwoc ndp & Trung Qudc. Do d6, bang dudi day sé liét ké toan bd cac ho sang

ché c6 ngudn géce tir Trung Quéc.

CN201010129404

CN200910040659

CN200610054832

CN20031041407

CN201010624063

CN200510027886

CN101785857

CN101590224

CN101024079

CN1241937

CN102068690

CN1899609

Novel pneumococcal
conjugate vaccine and
preparation method thereof
High-efficiency 14-valent
pneumococcal conjugate
vaccine
Pneumo-streptococcal-
polysaccharide adventitia
jointed vaccine and
preparing method

Paolyvalent pneumococcal
polysaccharide combination
vaccine

Multi-price pneumococcus
capsule polysaccharide
union vaccine and
preparation method
Pneumococcus
polysaccharide protein
coupling vaccine and its
preparing method

CHANGCHUN
CHANGSHENG LIFE
SCIENCES

FUZHOU CHANGHUI
BIOENGINEERING CO
LTD

SHANGHAI JIAN YI
TECH COLTD

UNIV FUDAN

Bang 17 — Danh sach cac ho sang ché xuat phat tir Trung Quéc
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3. Cac hoat chat cla vac-xin ngua
thuong han két hop 6 nguoi
3.1. Phwong phap luén tra cou

3.1.1. Gidi thiéu

Phan ndy mo6 ta phwong phap lun tra ctu dugc trién khai dé tim ki€m cac bang va don sang ché cé yéu
cau bao ho cac hoat chat clia vac-xin phong ngira bénh thuwong han & ngudi. Viéc tudng thuat qud trinh
tra clru cho thay qua trinh tra ctru dworc thye hién nhu thé ndo. N6 cling mé ta céc cong cu, co s& di liéu
riéng biét, nhirng thach thirc gdp phai va cidc phuong phép gidi quyét. Viéc tra ciru ndi chung bao gém
viéc str dung két hop cac tir khda va phan loai, viéc xem xét lai cac két qua tra ciru dé chinh sira cac cau
I&énh va loai trir cac tai liéu khéng thich hop, va danh gid cudi cung vé chién lugce tra cltu thong qua viéc
gdm ca cac tai liéu dwoc trich dan trong cac tai liéu lién quan. Phan nay cling ban luan vé nhitng gidi han
clia viéc st dung cac chi s6 phan loai sang ché (IPC, ECLA...) khi tim ki€ém cac don va bang sang ché lién
quan dén cac hoat chat cla vac-xin nglra thuwong han két hop & ngudi.

3.1.2. Phuong phéap luan va co s& dit liéu

Viéc nghién ciru co s& dugc thuc hién dau tién bang cach tim kiém mot s6 tai liéu vé vac xin ngira
thuong han nham Iwa chon céc tir khod dé xay dung cac biéu thirc tra ciru va didc biét giup ching ta xac
dinh su thich hgp cia mét ho sang ché déng dang khi so sdnh véi mot ho sdng ché ddong dang khac, dya
vao do chi cé céc sdng ché md ta “cac hoat chat” dugc dwa vao xem xét. Céc bai viét nhu Audino Podda,
et al., J Infect Dev Ctries, 2010; 4(6):404-411 ciing dugc sir dung dé tao nén mot danh sach céc tir khoa
cling nhu cac bai viét tdng quan dwoc tim thay trén Internet vé bénh tat va véc xin lién quan™.

Budc tiép theo |a xem xét phan loai sang ché dé xac dinh cac chi s& phan loai sang ché lién quan dén
khang nguyén thuong han.

V@i mét danh sach céc tir khod va céc chi s& phan loai sdng ché duogc thiét 1ap nhw da mé ta, cac bidu
thirc tra cru dwoc xay dung va chay trong co s& dit liéu FAMPAT (Questel™). Vi thé tai liéu nay cé trong
cac biéu thirc tra ciru cha FAMPAT duogc st dung dé xac dinh cac ho sdng ché thich hop cho muc tiéu
nay. Tuy nhién, co s& di liéu cudi cung dé tir d6 cac phan tich théng ké dugc tao 1ap nén bang viéc sl

dung cac tu liéu ¢ trong INPADOC (Patbase export; Minesoft™).

1% http://www.who.int/vaccine research/diseases/diarrhoeal/en/index7.html
http://en.wikipedia.org/wiki/Typhoid fever
http://en.wikipedia.org/wiki/Paratyphoid fever
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3.1.3. Nghién cltu co so

3.1.3.1 Xem xét tai liéu

S6t thuwong han 1a mot bénh nhiém trung hé théng do vi khuan Salmonella enterica, serovar typhi
(S.typhi) gay ra. Can bénh mang tinh toan cau nay dugc lay truyén qua dudng tiéu hdéa do thyc pham va
nudc udng bi nhiém khuan tir chat bai tiét cia ngudi bi bénh hodc mang mam bénh.

Bénh st dudng tiéu hda cling bao gbm bénh phé thuwong han do chdng thudc ba giéng Salmonallae 13
Salmonellae paratyphi A, S. paratyphi B (hoac S.schottmuelleri) va S. paratyphi C (S.hirschfeldii) gdy nén.
Bé&nh phé thuwong han cé triéu chirng cling twong tw nhu bénh thwong han nhung dién bién bénh nhe
hon.

Nhitng nghién ctru gan day da chi ra cé khoang 22 triéu trudng hop mac bénh thuong han trong moi
ndam.. Khoang 1% ngudi nhiém bénh bij chét vi cdn bénh nay trong dé tré em va ngudi tré cé do tudi tir 5
dén 15 tudi chiém ty & cao.

Bé&nh thwong han va phé thuwong han khong |ay sang dong vat, sy 1ay truyén chi dién ra tir nguoi sang
ngudi. Ngoai ra bénh nay chi cé thé lan truyén trong moi trudng bi nhiém bénh noi ¢ chat bai tiét cla
ngudi ti€p xdc vai nudc va thuec pham. Phong chdng bénh nay wu tién hang dau |a cai thién diéu kién vé
sinh va gitt gin vé sinh. Tuy nhién vac xin van giit vai trd quyét dinh dé& han ché nhitng bénh nay.

Ngoai vac xin S.typhi nguyén bao bat hoat dang tiém dugc st dung tir truwdc day tir ndm 1896 va van con
cho phép s dung cho dén ngay nay & mdt vai nwdc. Mic dau tinh hiéu qua cao cla loai vac xin nay, hai
loai vac xin méi day d3 dwoc WHO khuyén cdo lwu hanh dé phong ngira bénh thuong han.Véac xin
thuong han vé polysacarit Vi dang tiém (US5204098) dwoc NIH phét trién vao nhirng ndm 80 va chuyén
giao quyén s dung cho Sanofi-Pasteur (Typhim™, Sanofi-Pasteur; Typherix™, GlaxoSmithKline;
Typbar™, Bharat Biotech). Véc xin Ty21a nhwoc ddc séng dung udng (US4632830) duoc “Swiss Serum
and Vaccine Institute Berne” phat trién trong nhirtng ndm 80 va chuyén giao quyén s dung cho Berna
Biotech va nay thudc vé cong ty Dutch company Crucell (Vivotif TM, Crucell). Ca hai loai vac xin nay d3
thé hién duoc tinh hiéu qua cla minh trong nhiéu Ian th&r nghiém ngau nhién (phong ngira khoang 50
t&i 80%) va duoc sir dung rong rai trén toan cau. Mot vai loai vac xin S.typhi nhugc doc séng khac duoc
lwu hanh réng rdi va tham chi dudng nhu cé tinh sinh mién dich hon vac xin Ty21a.

Do thurc t& viéc str dung cdac loai vac-xin kinh dién cé kha ndng gay mién dich kém & tré em va khong thé
dung cho tré duwdi 2 tubi nén sy phat trién cac loai vac-xin k&t hop |3 rat can thiét. Hai loai vac-xin
thuong han két hop duoc lwu hanh rdng rdi, mét 1a cha NIH s& dung exotoxin A (ngoai ddc td A)
Pseudomonas aeruginosa tdi t6 hop la chat mang protein va hai la cta ALL India Institute thudc Medical
Sciences & New Delhi st dung protein OmpC tir S.typhi |a chat mang.

Vac-xin két hop hoidc vac-xin dugc két hop la mot dang vac-xin duwoc tao nén bang viéc lién hgp mét
khang nguyén véi mot phan tlr protein. Vac-xin ndy thudong gdm cé (nhung khong chi gidi han) mot
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khang nguyén polysacarit k&t hgp véi mot protein tai. Phan protein cla vac-xin lién hop nay cé vai tro
nhu 13 chat mang khang nguyén va dé sinh ra dap &rng mién dich chéng lai chung.

Tl nghién cru co ban nay, mot danh sich cac tir khod duorc thiét 1ap nén.

Cac tlr khéa lién quan dén thuong han: typhoid, paratyphoid, enteric fever, salmonella enterica,

salmonella typhi, s typhi, serovar typhi, salmonella paratyphi, s paratyphi, s schottmuelleri, s hirschfeddi

Céc tUr khda lien quan dén vac-xin: vaccin(es), vaccination, vaccinating, antigen(s), antigenic,

immunogen(s), immunise, immunisation, immunising, immunize, immune response (va toan b cac tlr
khda lién quan)

Céc tir khoa lién quan dé&n vic-xin két hop: conjugate(d), glycoconjugate(s), ciing nhuw cac tir fused,

fusion, linked, coupled, bound, associate(ed), attach(ed), merg(ed), chimer(s), chimeric; gan véi cac ti
protein(s), peptide(s), peptidic, carrier(s) (va toan b6 cac tlir khéa lién quan)

Céc tlr khoa lién quan dé&n vac-xin thwong han két hop & ngudi dugc thuwong mai hda: vac xin thuong

han vo polysacarit Vi, Typhim, Typherix, Typbar, Ty21a, Vivotif

3.1.3.2 Xem xét cac chi sé phan loai thich hop

Bang viéc sang loc phan loai sdng ché& qudc t&, chau Au, M{ va Nhat Ban, cac chi s6 tuong ing vdi cac
ch& pham y hoc cé chira khdng nguyén va khang thé Salmonella typhi hodc Salmonella paratyphi duwoc
Iwa chon. Do vay céc chi s6 dudi day da dwoc tim ra:

Phan loai sdng ché qudc té (IPC):

A61K39/112

[0] A61K39/00 Duwgc phdm c6 chira khang nguyén hodc khéng thé

[1] A61K39/02 Khang nguyén vi khuan

[2] A61K39/112 Salmonella; Shigella

A61K39/385

[0] A61K39/00 Dwoc pham cé chira khang nguyén hodc khang thé

[1] A61K39/385 Ban khang nguyén (hapten) hodc khang nguyén két hop vdi thé mang

Phan loai sdng ché My (USPC)

424/258.1

[0] 424 Thuéc, cac hop phan dé chita bénh va cé tac déng sinh hoc

[1] 424/184.1 Khang nguyén, epitope hoic hiéu (rng mién dich dic hiéu khac (vi du vac xin mién dich dic
hiéu, kich thich mién dich d&c hiéu ctia mién dich qua trung gian té bao, dung nap mién dich d&c hiéu, trc
ché& mién dich dic hiéu...). D8i twong kj thuat bao gébm khang nguyén, epitope hodc hiéu rng mién dich
ddc hiéu khac nhuw vac-xin mién dich dic hiéu, kich thich mién dich dic hiéu cla mién dich qua trung
gian t& bao, dung nap mién dich dic hiéu hodc trc ché mién dich dic hiéu.
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[2] 424/234.1 Vi khudn hodc thanh phan cla ching hodc chat dugc san xuat tir vi khuin nay (vi dy,
Legionella, Borrelia, Anaplasma, Shigella...). P6i tugng ky thuat bao gébm vi khudn hodc thanh phan cla
chung hodc chat duwoc sdn xuat tir vi khuan nay.

[3] 424/258.1 Salmonella (vi duy, Salmonella typhimurium,...). P8i twong k§ thudt ma vi khuin thudc
giéng

424/193.1

[0] 424 Thuéc, cac hop phan dé chita bénh va cé tac déng sinh hoc

[1] 424/184.1 Khang nguyén, epitope hodc hiéu (rng mién dich dic hiéu khac (vi du vac xin mién dich dic
hiéu, kich thich mién dich d&c hiéu ctia mién dich qua trung gian té bao, dung nap mién dich d&c hiéu, trc
ch& mién dich d3c hiéu...).

[2] 424/193.1 K&t hop hodc phirc hop. PSi tuwgng ki thuat bao gobm két hop hodc phirc hop

(1) Lwu y. Mot két hop dugc hiéu | su lién hgp cha mdt chat véi mot chat khac hodc truc tiép qua lién
két cdng hda tri hodc khdng truc tiép qua nhdm lién két hda hoc

(2) Lwu y. M6t phire hop duoc hiéu 1a sy lién hop cla mot chat véi moét chat khdc khéng qua lién két
cdng hda tri (vi du qua hap phu)

(3) Luu y. Két hgp hodc phirc hop duge dé cap trong phan 1&p nay va céc phan |6p thut vao thuong &
dang cdng hop hapten-chat tai. Hapten la mot chat cé thé gén véi khdng thé nhung khong thé sinh ra
khdng thé trir phi nd gan véi mot chat tai va 1a mot chat sinh mién dich. Hapten thwong nhung khong
phai ludn ludn cd trong lvgng thap. Chat tai thong thuwong dung dé tiém chling cho ngudi la doc té uén
van hodc bach hau.

Phan loai sdng ché& chiu Au (ECLA):

A61K39/02T, A61K39/02T3

[0] A61K39/00 Dwoc phadm cé chira khang nguyén hodc khang thé
[1] A61K39/02 Khang nguyén vi khuan

[2] A61K30/09T [N: Enterobacterials, vi du Enterobacter, Yersinia]
[3] A61K39/02T3 [N: Salmonella]

A61K39/385

[0] A61K39/00 Dwoc phadm cé chira khang nguyén hodc khang thé
[1] A61K39/385 Hapten hodc khang nguyén két hgp véi thé mang

Phan loai sdng ch& Nhat Ban (Japan Fl):

A61K39/112

[0] A61K39/00 Duoc pham cé chira khang nguyén hodc khang thé
[1] A61K39/02 Khang nguyén vi khuan

[2] A61K39/112 Salmonella; Shigella

A61K39/385

[0] A61K39/00 Duoc phdm cé chira khang nguyén hodc khang thé
[1] A61K39/385 Hapten hodc khang nguyén két hop véi thé mang
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3.1.4. Chién lvogc tra ctru

Viéc tra cru sang ch& duoc bat dau bang viéc dénh gia cac don va bang ddc quyén sang ché tim kiém
duoc nho bidu thirc tra cltu trén co sé cac chi s& phan loai. & budc thit hai, cac két qua tra cltu sang ché
duwoc danh giad bang viéc str dung su két hop cac tir khod. Do vay, bidu thirc tra ctru cé str dung cac ky tu
cut cla tir khéa (st dung * trong biéu thirc) lién quan d&n Salmonella typhi, paratyphi, vac-xin va lién
hop duoc xay dung nén. Do cbt 16i cla sdng ché dwoc md ta trong tén, tdm tat hodc yéu cau bao hd cla
cdc sang ché trong ho sang ché nén cac biéu thirc tra cru cling phai dwoc thuc hién trong cac trwdng tra
ctu nay (vi du BI/CL trong Questel).

3.1.4.1 Céc biéu thire tra ctru trén co sé cac chi sé phan loai
Biéu thirc 1: sy két ho'p céc chi sd phan loai dau tién dan dén 877 ho sang ché FAMPAT.

((A61K-039/112)/IC) OU ((4242258100)/PCLO) OU ((A61K-039/02T OU A61K-039/02T3)ECLA) OU
((A61K39/112)/FI)

“IC’ nghta la phan loai sang ché quéc té

“PCLO” nghta |a phan loai sdng ché My

“ECLA” nghta la phan loai sang ché& chau Au

“FI” nghta |a phan loai sang ché Nhat Ban

V& nhitng tai liéu con lai cdn tham khdo phan phu luc.
877 két qua

—Nhitng két quad nay khéng dac trung cho Salmonella typhi (vi du Shigella, Salmonella typhimurium...),
khong déc trung cho vac-xin két hop (vi du chan dodn, phu gia...) va khdng ddc trung cho con ngudi.

Biéu thirc 2: s két ho'p céc chi sd phan loai thir hai din dén 82 ho sang ché FAMPAT.

(((A61K-039/112)/IC) OU ((4242258100)/PCLO) OU ((A61K-039/02T OU A61K-039/02T3)ECLA) OU
((A61K39/112)/F1)) ET (((A61K-039/385)/IC) OU ((424193100)PCLO) OU ((A61K-039/385)ECLA) OU
((A61K39/385)/FI))

82 két qua

—Nhitng két qua nay dic treng hon cho vac-xin két hop (van con ton tai sw nhiéu), khdng déc trung cho
Salmonella typhi (vi du Shigella, Salmonella typhimurium...), va khong dac trwng cho con nguoi.

Vi du vé céc ho séang ché khong thich hop

W02010033275: Vac-xin nglra Yersinia pestis dung uéng
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CN101628114: Vac-xin composite khang u phé rong
W02010026239: Hop phan chita chitosan dung qua dwdng mat cta vac xin dung cho chim
US2008267998: T6 hop cac doan khuyét clia gen dung cho cac chiing vac xin Shigella nhwoc doc séng

EP2164521: Glycoconjugates va st dung ching 13 vac xin phong ngira Shigella flexneri kiéu huyét thanh
3AvaX

Biéu thirc tra cltu trén co s& tir khoa

Biéu thirc 3: hdn ho'p clia ba ho tir khéa

(((typhoid+ OU paratyphoid+ OU (enteric fever+) OU (salmonel+ enterica enterica) OU (salmonel+
3AV typhi+) OU (s 3AV typhi+) OU (serovar typhi+) OU (salmonel+ 3AV paratyphi+) OU (s 3AV
paratyphi+) OU (s 3AV schottmuelleri) OU (s 3AV hirschfeldii)) ET {vaccin+ OU immunogen+ OU
antigen+ OU immunis+ OU immuniz+) ET (carrier+ OU +conjugat+))/BI/CLMS)

“BI” nghta |a viéc tra cru dugc tién hanh trong tén va tém tat sang ché cla cac ho sang ché trong co s&
dit liéu FAMPAT

“CLMS” nghta la viéc tra ciru duworc tién hanh trong yéu cau bdo hd clda ho sang ché trong co sé dit liéu
FAMPAT

Vé nhitng tai liéu con lai can tham khdo phan phu luc.
498 két qua

—Viéc phan tich nhanh tap hop dit lieu ndy da chi ra rang nhitng tir “typhimurium” hodc “typhi
murium” khéng dem lai cac ho sang ché thich hop va cac ho sang ché nay nam trong s6 dé. Salmonella
typhimurium gy ra bénh viém da day rudt & ngudi va dong vat khdc va khdng lién quan dén bénh
thuong han va phé thuong han. Cac ho sang ché dugc tim ra bang viéc si dung tir typhimurium tiép
theo dwoc phan tich dé khang dinh quan diém nay.

Biéu thirc 4: kiém tra cac ho sang ché c6 chira tir khéa “typhimurium”

(((typhoid+ OU paratyphoid+ OU (enteric fever+) OU (salmonel+ enterica enterica) OU (salmonel+
3AV typhi+) OU (s 3AV typhi+) OU (serovar typhi+) OU (salmonel+ 3AV paratyphi+) OU (s 3AV
paratyphi+) OU (s 3AV schottmuelleri) OU (s 3AV hirschfeldii)) ET (vaccin+ OU immunogen+ QU
antigen+ OU immunis+ OU immuniz+) ET (carrier+ OU +conjugat+))/BI/CLMS) ET (typhimurium OU
(typhi murium))/BI/CLMS

274 két qua
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—Phan 1&n nhitng tai liéu nay khong dua vao pham vi clia nghién ciru. Cac sang ché bdo ho vac-xin ngira
cac bénh gay ra béi Salmonella typhimurium hodc cdc céng nghé khac s&r dung khang nguyén Salmonella
typhimurium. Tuy nhién, 11 ho sdng ché FAMPAT (Questel) c6 vé 1a thich hgp va 9 ho sdng ché cé kha
nang thich hop nhat dugc luru lai thd cong theo céc sé cong b6 cla nd. Toan bd cac ho sang ché nay
dwoc xem xét véi sy cdng tac ctia WIPO va EPO dé nham danh gia hoac loai trir ching tir co s& dit liéu
cudi cling trong giai doan hai.

Vi du vé ho sang ché thich hop

WO02005110471: Didu ché va-xin phé rdng ngira salmonella

Vi du vé ho sang ché cé kha nang thich hgp nhat

W0880966: Vi khuan khong déc va str dung cho Salmonella typhi

EP1539978: Phuong phap phan 1ap phan doan hoat tinh sinh hoc chira S-lipopolysacarit tw nhién cé thé
dap (rng 1am sang dwoc thu nhan tir vi khuan sinh ra lipopolysacarit ndi doc t6

Biéu thirc 5: kiém tra “sang ché thich hop”

(((typhoid+ OU paratyphoid+ OU (enteric fever+) OU (salmonel+ enterica enterica) OU (salmonel+
3AV typhi+) QU (s 3AV typhi+) OU (serovar typhi+) OU (salmonel+ 3AV paratyphi+) OU (s 3AV
paratyphi+) OU (s 3AV schottmuelleri) OU (s 3AV hirschfeldii)) ET (vaccin+ OU immunogen+ OU
antigen+ OU immunis+ OU immuniz+) ET (carrier+ OU +conjugat+))/BI/CLMS) SAUF (typhimurium
OU (typhi murium))/BI/CLMS

224 két qua

—Sau khi xem xét géi di liéu nay, chi c6 31 ho sdng ché FAMPAT I3 thich hop va 26 ho sdng ché FAMPAT
13 c6 kh3 nang thich hop nhat thi dwoc lwu lai bang viéc st dung cac s6 cdng bd clia né. Toan bé cac ho
sang ché& nay duoc xem xét cé sy cong tac ctia WIPO va EPO d& nham dénh gid hodc loai trir ching tir co
s& dit liéu cudi cung trong giai doan hai. Cac ho sang ché khac bao hé cac cdng nghé khac nhau cé dé cap
dén cac tir khéa duoc sir dung trong biéu thire tra citu nhung khdng phu hop véi cac hoat chat cla vac-
xin ngtra thuong han két hop:

5. Cac phuong phap phat hién (vi du INO2598MU2008, CN102053153, KR20100101288, CA2084083)
6. MO0 ta cac dang bao ché cla vac xin (vi du W02011014418)

7. Phuong phap dung va hé phan phdi (vi du W02008116165, W0O2007113665, AUPR602401)

8. Phu gia (vi du DE102006007433, W02006079989, W02005107798)

9. Vac xin nglra thwong han khong két hop (vi du US2004213806, US2003031683, US2003068328,
SE9901961)

10.  San xudt khang thé tri liéu (vi du WO9735884, DK63187, EP1833510)
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—DPé ma rong biéu thirc tra clru va kiém tra céc ho sang ché mdi ma cé thé dwa vao pham vi nghién
clru, ching t6i quyét dinh don gidn hda céch viét “typhi+ OU paratyphi+” thay cho “(s 3AV typhi+) OU
(serovar typhi+)...”

Biéu thirc 6: typhi+, paratyphi+

(({typhoid+ OU paratyphoid+ QU (enteric fever+) OU (salmonel+ enterica enterica) OU (typhi+) OU
(paratyphi+) OU (s 3AV schottmuelleri) OU (s 3AV hirschfeldii)) ET (vaccin+ OU immunogen+ OU
antigen+ OU immunis+ OU immuniz+) ET (carrier+ OU +conjugat+))/BI/CLMS)

8 ho séng ché da tim ra sau khi loai trir 498 ho sang ché FAMPAT d3 dwoc hoan toan xem xét
—Khodng cé mot ho sdng ché nao 1a thich hop

—Thuc hién mdt nghién ctu khac, thém céc tir khda mdi vao trueong tir khéa lién quan dén vac-xin két
hop nhu protein, peptide, polysaccharide va khdm (chimeric). Mac du ching t6i d3 hoan toan biét rang
hau hét céc ho sang ché& nay khéng dua vao pham vi nghién clru, thi mot sy xem xét thd cong nhanh
dudng nhu 13 can thiét dé tim ra mot s& ho sdng ché thich hop.

Biéu thirc 7: protein, peptide, polysaccharide, chimeric

(((typhoid+ OU paratyphoid+ OU (enteric fever+) OU (salmonel+ enterica enterica) QU (typhi+) OU
(paratyphi+) OU (s 3AV schottmuelleri) OU (s 3AV hirschfeldii)) ET (vaccin+ OU immunogen+ OU
antigen+ OU immunis+ OU immuniz+) ET (prote+ OU pepti+ OU polysaccharid+ OU
chimeric))/BI/CLMS)

391 ho sang ché dwoc tim ra sau khi loai trir 506 ho sdng ché FAMPAT d3 dwoc hoan toan xem xét

—3 ho sang ché thich hop mdi cé trong 391 két qua trén d3 duoc tim ra nh viéc s& dung cac tir khda
rong hon nay. Cac ho sadng ché ndi trén duoc xem xét cé sy cong tac ctia WIPO va WHO dé nham danh
gid hodc loai trir ching tir co sé& di liéu cudi cung trong giai doan hai.

W0200815480: Hop phan va phuong phap diéu bién dap ¢rng mién dich
IN2650DE2005: Vac-xin

IN2648DE2005: Vac-xin

Biéu thirc tra ctu bang cac tir khda khdng phai ti€ng Anh

Céc thuat ngit bang ngdn ngit khong phai |a La tinh (Trung Quéc, Nhat Ban, Han Quéc va tiéng Nga): déi
vdi cdc ngdn ngit khdng phai 1a La tinh, chidng tdi chi két hop cac tir khda lién quan dén thuwong han va
vac-xin.
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Paratyphi: EI{ZE (Chinese), /N = F 7 AAE (Japanese), T2t E[FA A @ (Korean), napatuda

(Russian)

Typhi: {12 (Chinese), 77 AH (Japanese), E|F 2 o (Korean), 6prowHoit Tud (Russian)
Typhoid: {71 Z%E (Chinese), BBF 7 A (Japanese), 2 E|F £ (Korean), 6ptowHoit Tud (Russian)
Paratyphoid: Fl{1Z (Chinese), /Y= 7 7 A (Japanese), Tt2l E|F 24 (Korean), napatud (Russian)
Enteric fever: A JE (Chinese), BBF 7 A (Japanese), 2 E|5 2 (Korean), 6ptowHoii Tud (Russian)

Vaccine: % & (Chinese), 747 7 (Japanese), 21 &1 (Korean), BakumHa (Russian)

Bi€u thirc 9: Cac thuat ngit khong bang ngdn ngit La tinh

(BT ZE ou /NZF 7 AAE oU T2 E[F A A & 0U napatuda OU 1% oU 7 AH oU E|FA
= OU 6prowHoit Tudg OU fZESE oU BBF 7 A ou EHE|F A 0U 6pownoit Tug OU FI{HE oU
INZF 7 A ou et EIFFA oU napatudg OU BBIRE ou BB F 7 A ou BEIFA 0U 6prowHoii

o) ET (B E 0U 747 F 22 0U B2l 0U sakuwmwa))/BI/CLMS

Bang su k&t hop cac thuat ngit 1a ngdén ngi La tinh khac va thuat ngit khéng phai 1a ngdn ngit La tinh va
loai trir cac ho sang ché da duorc kiém tra thi da tim ra 67 ho sang ché mdi.

Sau khi xem xét cdc ho sang ché nay thi khdng cé mot ho sdng ché mdi nao duoc tim thay 1a thich hop.

Phan tich tinh kién dinh vé tip hop sang ché

Viéc phan tich si trich dan vé tap hop sdng ché d3 tim ra mdt danh sach cac sang ché duoc trich dan
nhiéu nhat. Nhitng sdng ché& hay duoc trich dan nay hodc d3 hoan toan nam trong hodc nam ngoai tap
hop sang ché clia ching t6i. Cac ho sang ché& chua cé trong tap hop nay d3 duoc kiém tra va khéng dan
tdi viée tim ra thém cdc ho sang ché cé lién quan.

Diéu dé khdng dinh rang chién lugc tra ctru nay khong can chinh stra ti€p theo bang cac tir khda, cac chi

s6 phan loai b6 sung hodc nhitng thir khac.
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Chinh stra tap hop sdng ché va co s& dit liéu cudi cung

Viéc xem xét toan bd 80 ho sang ché& INPADOC can phai cé cac chuyén gia k§ thuat dé xac dinh mirc do
lién quan cda chung.

80 ho sdng ch& FAMPAT thich hop hodc cé kha nang lién quan (twong (rng v&i 73 ho sang ché INPADOC)
duwoc xem xét trong s cdng tac véi WIPO va WHO nham muc dich danh gia va loai trir ching tir co s&
dit liéu cudi cung. Co s& dir lidu cudi cuing vé vac xin ngira thwong han két hop & ngwdi duoc tao nén
vao ngay 5/10/2011 chira 36 ho sang ch& INPADOC thich hgp (37 ho sang ché INPADOC bj loai trir sau
khi xem xét th( cdng 1an hai). 36 ho sdng ché& INPADOC ¢ lién quan nay tuong ng véi 44 ho sang ché
FAMPAT
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3.2. Phan tich théng ké

3.2.1. S6 lvgng va sy tién trién cla cac don va bang doc quyén sang ché

Bang 18 — Thong ké chung cac don va bang doc quyén sang ché

Viéc tra cttu d3 cho ra két qua |a 36 ho sang ché gdbm cac don va bang doc quyén sang ché duoc cong bo
dén thang 10/2011. 36 ho sang ché& nay gébm cé 158 bang ddc quyén hodc don sang ché d3 cong bé.
Trong s6 36 ho sang ché thi cé 11 ho sang ché cé it nhat mot bang ddc quyén sang ché. Cac ho sang ché
nay khéng chira bat ky mét “Ho sang ché phirc hop” (CPF) no.

Bang ddc quyén sang ché sé dugc tim ra bang viéc tao mot biéu thirc tra cru trén co s& m3 tai liéu sang
ché lién quan dén bang ddc quyén sang ché clia toan bd cac co quan cé thdm quyén bdo ho sang ché va
sir dung nd vao tap hop sdng ché cé hoat chat clia vac-xin nglra thwong han két hop & ngudi. Mbi mot
co quan c6 thadm quyén bdo hd sang ché c6 hé thdng ma tai liéu sang ché cla riéng minh. Vi dy, d&i véi
co quan sang ché& chau Au cé ma tai liéu “B” dung cho bang doc quyén sang ché con ma tai liéu “Al, A2,
A3” dung cho don sang ché. Ddi véi co quan sang ché va nhan hiéu Hoa Ky, cdc cdng bd cé ma tai liéu
“A” dwgc cong bd trwdc thang 11 ndm 2000 va cc cdng bé bang ddc quyén sang ché cé ma tai liéu “Bl,
B2”, con sau thang 11 ndm 2000 cac don sang ché dugc cdng bé cé ma tai liéu “Al, A2”.

Céc ho sdng ché ma cé cac sang ché& d3 duoc cap bang thi khdng cé nghia 1a nhat dinh viéc bao hd d3 c6
hiéu luc hodc bang sang ché dé van con hiéu lyc. Cac bang ddc quyén sang ché cé thé khong con hiéu
lyc do mét vai ly do nhu thdi han bdo hd da két thic, khdng tra phi duy tri hiéu lwc hodc khdng qua
dugc qué trinh khi€u nai hodc huy bo.

Hinh dwdi day mé ta hoat ddng bdo ho sdng ché theo thoi gian va dua ra mot cai nhin vé ty 1é cap bang
sang ché trong linh vuc cac hoat chat vac-xin ngira thuong han két hop & ngudi. Do thi trinh bay s
lwgng ho sdng ché (truc Y) theo thoi gian ndp don d3u tién (truc X). Ndm nay (ndm wu tién) dwoc chon
thay vi ndm cong b8, nhu vay s& chi ra rd hon cdc hoat déng bdo hé sdng ché do nd it phu thudc vao sy
thay d6i vé chinh sach céng b6 va lvgng don tdn dong cla cac co quan sang ché. Téng s ho sang ché
trong moi ndm ndp don dau tién dwoc chia lam hai phan theo ho sang ché hodc ¢é it nhat mdt hodc
khéng cé bang doc quyén sang ché nao.

Bi€u dd nay chi ra su ndp don hau nhu lién tuc qua toan bd giai doan va chi cé hai dinh nép don cao
nhat vao ndm 2005 va 2007. Bang ddc quyén chi chiém phan nhéd trong cac ho sang ché méi (tir 2005)
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d3a phan anh tinh trang dang xem xét chuwa quyét dinh viéc cap bang sdng ché, tirc 1a thoi gian tir khi ndp
don dén khi cap bang sang ché gitta cac co quan sang ché 1a khac nhau va cé thé kéo dai t&i vai ndm (vi
du, thoi gian nay |a khoang 4 ndm déi véi don sang ché do EPO cap bang).

Dai v&i nhitng ndm ndp don trudc day can phai lwu y téi chinh sach céng bd qudc gia va sy thay déi cla
luat sdng ché quéc gia. Vi du, cho dén thang 11 ndm 2000, luat sdng ché Hoa Ky chi cho phép céng bd
cac sang ché My da cap bang. Do vay cac don sang ché My khong duwoc cap bang thi thuc té€ 13 khong
bao gi&r dugc cong bb. Vé d6 bao gbm cla cac co sé& dit liéu quéc gia dung trong nghién clru nay cé thé
tham khao phan phu luc twong ng. Ngoai ra, do do tré phai 18 thang sau ngay ndp don mdi cong bo
nén dit liéu sau ndm 2009 cling khéng duwoc day da.
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Nam nop don dau tien

1 Pon cong bo 1 Bang daoc quven

Hinh 29 - Sy tién trién cta s6 ho sang ché dugc cap hodc khong dwoc cap bang ddc quyén sang ché
theo ndm ndp don dau tién

Don PCT chiém mot ty 18 1&n trong cac ho sdng ché. Chi cé 8 ho sédng ché |a khéng chira don PCT.
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Nam nép don dau tien

11 ho sang ché khéng cé don PCT i1 ho sang ché cé don PCT

Hinh 30 — Sy tién trién cla s6 lwgng ho sang ché c¢6 hoac khong cé don PCT theo nam ndp don dau
tién

Bang dudi day liét ké cac co quan xuat x(r cGia toan bd don PCT. Badng nay dugc thiét 1ap bang viéc xem
xét s8 don cta don PCT ma s& don nay cd dé cap téi co quan xuat x&t cia don PCT nay (vi du 2008WO-
FR00687, don PCT nay dwoc ndp qua co quan sang ché Phép).

Co’ quan ndp don d3u tién 56 lwong don PCT
UNITED STATES

EUROPEAN PATENT OFFICE (EPO)

CANADA

CUBA

FRANCE

INTERNATIONAL BUREAU [WIPO)
UNITED KINGDOM

=

Bang 19 — Xuat x& cua cac don PCT

Céc don PCT dwoc ndp chi yéu théng qua cdc co quan sang ché qudc gia hodc khu vure va chi cé mét sé
it don 13 ndp trwc ti€p qua van phong qudc té.
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3.2.2. Vi tri ndp don dau tién

Su phan tich vé vi tri ndp don cla céc sang ché wu tién d3 cho ra két qua trong bang sau day. Ban do vé
cadc don nay cé thé xem trong phan phu luc. Vi tri ndp don wu tién va sy tién trién cda cac don nay cé
thé dua ra mot chi bdo vé nwéc xuat x& cda cac don dang ky va déng luc sdng tao cta nhitng nwéc nay.

Céc don sdng ché dau tién dwoc ndp vao Hoa Ky va Hoa Ky van chiém wu thé la co quan ndp don dau
tién. Cling c6 thé nhan thay mot s6 don gin day cé xuat x& tir Anh va An Dd.

WORLD
UNITEDSTATES
CuBA 1
EUROPE 1
EUROPE | UNITED KINGDOM [ 2 | |+ IHE
FRANCE 1
INDIA | 4 |
CHINA 1
KORER
SINGAPORE
Tota tJoJoloJo o s lafolsls[s ofafsfafofs[salols]altle[1]s]1

AMERICA

e 5 ] B

ASIA

Elel=l=u]=-

Bang 20 — Su tién trién cia do'n ndp dau tién theo cac co’ quan sang ché

DE c6 sy hiéu biét t6t hon vé nwdc xuat x& va dong luc sang tao trong nhirtng nwdc nay thi can phai cé
mét cai nhin thich hop vé sé lwgng don dang ky sdng ché theo noi cw trd clha tac gia sdng ché hon 13
theo co quan ndép don dau tién

Dé cb thé lam dugc cac thdng ké nay thi di liéu lién quan dén qudc gia cla tac gid sang ché (duoc trich
xuat tr dia chi cla tac gid sang ché) da chi dan trong co s& dit liéu FamPat (Questel™), cling dwoc st
dung. D& 1am diéu do, cac ho sang ché cla co s& dit liéu “Cac hoat chat cla vac-xin nglra thuong han &
ngudi” can dugc dua vao FamPat. Diéu nay s& khong lam thay d6i s6 lugng ho sang ché tim kiém dugc
méac dau cé sy xac dinh khac nhau chat it gitta ho sang ché FamPat va INPADOC (ho sdng ché FamPat
duoc xay dung tlr cdc don sang ché ¢ chinh xac cung dit liéu wu tién trong khi d6 ho sdng ché INPADOC
lai dwgc xay dung tir cdc don sdng ché cd it nhat mot don sang ché wu tién chung). Do d6, s6 lvong don
dang ky sdng ché cé néu tén it nhat mét tac gid sang ché& dén tir mot nwdce cu thé cling dwoc tinh dén.

Can lwu y rang téng clia hai d6i twong trong bang 1a khac nhau do cac téc gid sang ché cé tén trong mot
don sdng ché ca nhan cé thé tir cac quéc gia cu trd khac nhau; mdi quéc gia sé dugc tinh mot [an, vi du
mét don sang ché cé hai tac gid sdng ché mot cu trd & Bi va mét cu trd & Anh thi don nay sé duoc tinh
cho c3 hai quéc gia.

Dua trén di¥ liéu nay, ngudi ta nhan thay rang cac sdng tao xuat x& tir cac tac gia sang ché Italy va Bi thi
c6 xu hudng bao hd dau tién théng qua co quan sang ché Anh. Cé mot vai ly do cé thé dwa thém vao dé
gidi thich nhirng su khac biét nay:
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- Sy khac nhau vé vi tri clia co quan sang ché va nhém nghién cru (nhém nghién cttu vac-xin cla
GSK dwoc dat tai Bi nhung lai ndp don vao Anh, nhdm nghién citu cia NOVARTIS/CHIRON dat &
Italy nhung lai nép don vao Anh

- Loiich cla viéc ndp don truc tiép bang ti€ng Anh dé phi dich thuat sé it di trong twong lai.

58 lvgng donndptrong | S4 lugng don ndp theo noi cur
mdi co' quan sdng ché trii clia tac gia sang ché
PCT WORLD -
UNITED STATES 15 14
AMERICA cUBA ! :
CANADA -
BRAZIL - 1
EUROPE 1 -
UNITED KINGDOM
FRANCE 1
SWITZERLAND - 1
EUROPE ITALY -
GERMANY - 1
BELGIUM : s
METHERLAND - 1
SLOVAKIA - 1
ASIA CHINA 1 1
KOREA 1 1
AFRICA GHANA - 1
AUSTRALIA AUSTRALIA - 1
Total 36 45

Bang 21 — So sanh noi nép do'n va xuat x&r cha tac gid sdng ché

3.2.3. Qui m6 ho sang ché trung binh theo co quan ndp don dau tién

Nhitng di¥ liéu nay duogc thiét 1ap bang viéc xem xét s6 cong b clia mbi ho sang ché dé 1ay ra s lvong
cac co quan cé don sang ché& ndp vao. Tuy nhién, d6i véi don va bang ddc quyén sang ché cla cac nudc
chau Au ndp théng qua qui trinh chau Au thi can dp dung mdt cach tinh khac do nhitng déc thu cla qui
trinh chau Au. Tuy theo cac co quan dwoc chi dinh va lya chon thi cdc Co quan nay cé thé cap hodc
khéng cap cho sang ché mot s& don méi. Vi du, co quan sdng ché Dlc sé& cdp mot sé mdi (DE123456)
sau khi c6 sy m& rong thong qua qui trinh chau Au, trong khi Phap lai st dung s6 don clia co quan sang
ché& chau Au (EP654321). Didu nay lam cho s& lwgng don bang clia Pirc md rong sé I16n hon cla Phép
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mot cach khong thda dang khi xem xét cac ho sang ché thong qua s6 lwgng don va bang doc quyén sang
ché. Bai vay, khi mét ho sang ché c6 chira mot don sang ché duwoc nép théng qua co quan sang ché chau
Au (EPO) thi cac s6 don do cac co quan lwa chon cap (khi vao pha qudc gia ) sé khong dwoc tinh dén. Céc
s& don nay chi duoc tinh khi khéng cé don EP trong ho sdng ché. Ngoai ra, mdi co quan chi cé mot tai
lieu dwoc dua vao tinh qui mé ho sang ché nham khdng tinh hai [an cho mdt don hodc mot bang sang
é.

>

C

Qui md ho sang ché trung binh D6 léch chuan

Co quan ndp don d3u tién

EUROPEAN PATENT OFFICE (EPO)
FRANCE (FR)
UNITED KINGDOM (GB)

KOREA (KR)

SINGAPORE (SG)
UNITED STATES (US)

[l

L N
| [ vl [
[ BN o |in

[45]

INTERNATIONAL BUREAU (WIPO

Bang 22 - Qui m6 ho sang ché trung binh va dé léch chuan theo co’ quan nép don dau tién

Céac ho sang ché Hoa Ky va Anh dugc chia thanh hai nhdm chinh: mét nhém chua bao gié duge mé rong
va moét nhém cé s6 lvgng mé rong cao (~10) dd dan téi mot qui moé ho sdng ché trung binh cé gid tri
trung binh nhuwng cé d6 léch chuén cao.

3.2.4. Vi tri ndp don [an hai

Sy phan tich vé vj tri ndp don lan hai s& dan dé&n céc k&t qua trong bang sau. Bdn d6 bién soan cac dir
liéu nay cé thé duoc tim thay trong phu luc tuvong (ng. Nhitng nudc duwoc chon dé md rong cac don uwu
tién 1& mot chi bdo cua thj trudng va/hodc khu san xuat. Su lya chon cac nudce cling cé thé dugc dinh
hudng tir cac cdng ty la d6i thd canh tranh va nhitng d6i twgng cé khd nang xam pham cho du khéng ¢
thi truding trong céc Ianh thé twong &ng nay. Trong linh viee Khoa hoc doi séng thi su lwa chon cling cé
thé duoc dinh huwdng bdi cac qudc gia thuong cé thir nghiém 1am sang (Ba Lan, Hungary, Thai Lan, An
Do...)
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Co quan nop don 1an hai

Hinh 31 - S8 lwgng don sang ché trong cac co’ quan ndp don Ian hai

Nhiéu don ndp lan hai dugc nép théng qua qui trinh nép don PCT (nhw d3 biét & phan trwédc, don PCT
chiém t&i khodng 68% cac don sang ché). Co quan sang ché& chau Au (EPO), Canada, Uc ciing 1a nhitng co
quan chiém wu thé vé ndép don thit hai. Can chi y téi sy quan trong ctia Uc bdi chinh sach cap s bang
sang ché ty dong clia co quan sang ché Uc khi don PCT c6 chi dinh vao Uc, du cho khong cé sw mé rong
vao Uc khi vao pha qudc gia.

3.2.5. Phan chia cidc don ndp theo chi sé IPC

Bang dudi day sé chi ra cac chi s6 phan loai sdng ché thich hop phd bién nhat cé trong co s& dit liéu.
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R )
: Medicinal preparations containing antigens or antibodies,
Haptens or antigens, bound to carmiers
Medicinal preparations containing antigens or antibodies,
Bacterial antigens, Salmonella; Shigella
Medicinal preparations characterised by the non-active
ingredients used, e_g. carriers, inert additives [2]
Antiinfectives, iLe. antibiotics, antiseptics,
chemotherapeutics, Antibacterial agents
Peptides having more than 20 amino adds; from
COTE14-195 bacteriaGastrins; Somatostatins,; Melanowropins; Derivatives

Mutation or genetic engineering; DMA or RNA
C12MN15% COnCerning genetic engineering, wvectors, e g. plasmids, or
their isolation, preparation or purification

AE1P3T !}I'ug,s fior immunological or allergic disorders (e.g-
immunomodulators)

COTELY Carrier-bound or immobilised peptides; Preparation thereof

: Medicinal preparations containing antigens or antibodies
Other AG1K3S
[except AB1K35-03)
Other COTE1S Peptides having more than 20 amino adds; Gastrins;
Somatostatins; Melanotropins; Derivatives thereof

Medicinal preparations containing material or
ABL1K3L-T4 reaction products thereof with undetermined constitution,
from bacteria

Peptides having more than 20 amino adds; Gastrins;
Somatostating; Melanotropins; Derivatives thereof, from
bacteria - Salmonella [G)
Hybrid peptides (hybrid immunoglobulins composed solely
of immunoglobulins COTE 16/46)

GO1N33 Investigating or analysing materials by specific methods not
covered by proups GO1N 1/00-G01MN 31,00
: Medicinal preparations containing antigens o i ks
pERE——— Haptens or antigens, bound to carriers
_ - 53 hro'ng dom va3 bang
IPC Tiéu dé e e

AG1K39-117 Mr:du:l_nal prfzpamtn:uns Euntalnlng_ antigens or antibodies, 17
Bacterial antigens, Salmonella; Shigella

Bang 23 — S8 lwvgng ho sang ché dwoc phan loai trong pham vi céc chi sé IPC thich hop

doc guyen sang chie
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Hinh 32 — S8 lwrgng ho sédng ché& phan bd trong pham vi cac chi s8 IPC thich hg'p theo ndm nép don dau
tién

Khong c6 mot xu hwdng rd rang nao cé thé nhan thay bang viéc phan tich theo cac chi sé IPC.

3.2.6. Phan tich theo ngudi nop don

Hai dang ngudi ndp don can dugc phan biét: mét thudc vé khdi nghién cliru va mot thudc vé khéi cong
nghiép. Sy tién trién cla cic don wu tién thudc khdi cdng nghiép va khéi nghién ciru (hinh duéi day) da
chi ra su chia sé twong dwong nhau vé hd so sang ché cua hai dang nguwdi ndp don nay. Chi cé mot it
don va nhitng don cii 1a dugc dong ndp don bdi khéi cdng nghiép va khdi nghién ciru.
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Hinh 33 - S6 lwgng don wu tién chia khdi nghién ciru/khdi cong nghiép/ca nhan theo nam ndp don

dAu tién

Bi€u d6 dudi day sé chi ra nhitng ngudi ndp don chi yéu dugc phan loai theo qui md hd so sang ché

cla ho.

DPong ndp don thi dugc tinh cho mbi chl don. Vi du nhw mot don sang ché cung duwgc ndp bdi Chinh
pht Hoa Ky va céng ty GSK thi don nay dwoc tinh mét cho Chinh ph Hoa Ky va mét cho cong ty GSK.

So lngng don nép

EI Nguoi nop don thude

8 khoi cong nghiép

s [ Nguoi nop don thude
" khoi nghién ciru

’ & & & &£ &
X A ¢ & +F
o"f o“",\ 4 > @‘é’"‘ 4’#

O
\d Nguoi nop don
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Hinh 34 — Danh sach nhirng ngui ndp don chinh (> 2 do'n hodc bang doc quyén sang ché)

Cac phong thi nghiém cta chinh phd Hoa Ky va cdng ty GSK chiém wu thé trong s6 cac ho sang ché, theo
sat sau la cac vién nghién ctru An DO, Pfizer, Johnson&Johnson va Sanofi Aventis.

Xin hady lwu y rdng céc chi nhanh / cong ty con duoc tap hop lai dudi cac cong ty me clia ching. Cac
nhém nay duoc thdng ké bang mot co s dit liéu nodi bo clia cac cong ty me va cac chi nhanh duoc trién
khai bang co s& dit liéu thong tin thwong mai Elsevier’s', cac trang web cla cong ty, cac bao cao thudng
nién, cac trang web va tap chi kinh doanh...

DE& rd rang hon, bang dudi day sé chi tiét hdéa su phan nhém nay

NGUOl NOP BON
{quéc tich)

US GOVERNEMENT US DEPARTMENT OF HEALTH AND SERVICES, US ARMY, NIH
GSK (GB) GLAXOSMITHKLINE BIOLOGICALS (BE); SMITHKLINE BEECHAM BIOLOGICALS (BE)

R DEFENCE RESEARCH AND DEVELOPMENT ORGANISATION
ORGANISATION (IN

CHU BANG (quéc tich khic véi ngwdi ndp don)

Bang 24 — Nguwd'i ndp don va cac chi nhanh cda ho

D3i véi mdi ngudi ndp don, biéu dd dudi day sé chi tiét cac co quan dugc wu tién ndp don dau tién va
[an hai.

" http://www.elsevierbi.com/companies
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Hinh 35 — Céc co’ quan dwgc wu tién ndp don dau tién cha nhirng ngwdi nép don chinh
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Hinh 36 - Cac co quan duoc wu tién ndp don [an hai clia nhirng nguwdi ndp don chinh
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Bi€u do dudi day sé chi tiét su tién trién cla co quan ndp don dau tién theo ngudi ndp don. Ndm tuong
rng v&i nam wu tién dau tién cda ho sang ché. Mot biéu dd nhu vay s& giip nhan ra nhitng ngudi ndp
don di dau va nhitng ngudi ndp don méi ndi l1én trong sé cac don nay.

DEFENCE FES AMND DEV =
CFERANSA TN (M) Q‘J

FALL mDER BET)S [*1]

[SRMaCFT AVENTER] <
[PR2ER] 4
[AHNSOMEA NSO |

FFFF S FFFF I

Hinh 37 - Sy tién trién cda cac do'n cta nhirng ngwdi ndp don chinh (theo ndm don ndp dau tién)

Cac phong thi nghiém cda chinh ph( Hoa Ky va Johnson&Jhonson 13 nhitng nguwdi ndp don dau tién ndp
cac don sang ché vé vac-xin phong ngira bénh thuong han két hop nhung chi cé cac phong thi nghiém
clia chinh pht Hoa Ky 13 van giit viéc nép don trong sudt ca giai doan

Xin lwu y mot diéu do viéc danh s6 riéng biét cla cac don sdng ché khi vao pha quéc gia cha qui trinh
chau Au (xem phan 2.2.3. vé gii thich chi tiét), khi ho sang ché& cé chira don sing ché dugc nop qua co
quan sang ché& chau Au (EPO) thi cac s6 don duoc cap bdi cac co quan lwa chon (khi vao pha quéc gia) sé
khoéng duorc tinh dén. Cac s6 nay chi duoc tinh dén khi khong cé don EP trong ho sang ché. Ngoai ra, moi
co quan chi mot tai lieu dwoc dwa vao tinh qui mo ho sang ché nham khong tinh hai [an cho mét don
hodc mot bang sang ché.
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Bang 25 — Qui md ho sang ché trung binh theo ngwdi ndp don

DU liéu nay d3 chi ra rang nhitng ngudi ndp don thudc khoi cdng nghiép ndp cac ho sang ché kha 16n.

3.2.7. Phén tich theo tac gid sdng ché

Bang dudi day liét ké céc tac gid sang ché khac nhau cung véi nhitng ngudi nép don lién danh cda ho

[SzuShousunChen | 4  JUSGOVERNMENT | 4 |
| BiemansRalphleon | 3  Jesk | @ 03 |
DuvivierPiere | 3 Jesk | @003 @ |
| CapiauCarine | 2 Jesx | @002 @ |
| Deschamps Marguerite | 2 Jesk | 2 |
| DesmonsPierreMichel | 2 Jesk | 2
| Laferriere CraigAntonyJoseph | 2  Jesk | = 2 |

Lee Che Hung - UscoveRnvens | 2

SANOFI AVENTIS L 0]
[Poolmanjan | 2 ek 1 2

Porro Massimo 9 BIOSYNTH SRL 1
PFIZER 1
Prieels Jlean Paul 2 fesx 1 2 ]

Schneerson Rachel US GOVERNMENT 2

Pod b= =t B I L= P B R IR Pl L P

P | B

Bang 26 — Danh sach cac tac gia sang ché chinh (> 2 don hodc bang ddc quyén sang ché)
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Hinh 38 — Cac nhém nghién ctru chinh

Vac xin phong ngtlra cdc bénh truyén nhiém chon loc - 2012 103



3.2.8. Tap trung phan tich thong ké theo khu vuec: Brazil, An Do, Trung Quéc
Ph3n nay tap trung phan tich cac ho sang ché c6 Brazil, An D hodc Trung Quéc 1a co quan ndp don dau
tién. Khong cé mot ho sdng ché nao dugc tao nén tir cdc don ndp dau tién tir Brazil. Chi cé mot don ndp

vao Trung Qudc va hai don ndp vao An Do. Bang dudi day sé liét ké mat vai ho sang ché& c6 ngudn gdc tir
Trung Quéc va An Do.

: : LUZHU BIOLOGY
CN20021048876 CN1404873 Typhoid vaccine s

Antigenic

IN2007MU00786 EP2155244 Polysaccharides and SERUM INST OF INDIA LTD
Process For Their
Preparation

: DEFENCE RES AND DEV
IN2005DED2648 EP1931389 ORGANISATION (IN)
DEFENCE RES AND DEV
INO2650DE2005 A Vacci
: DEFENCE RES AND DEV

Cloning and expression
of outer membrane
protein C of Salmonella
typhity 2 and
IN02687DE2005 | COMiugation of the ALL INDIA INST
purified insoluble
protein to VI-K
polysaccharide for use
as a vaccine for
tyophoid fever

Bang 27 — Danh sach cac ho sang ché xuit phat tir Trung Quéc va An Do
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4, Cac hgp phan hoat tinh cta vac-xin
phong bénh cum & nguGi
4.1. Phwong phap luén tra cou

4.1.1. Gigi thiéu

Phan nay md t3 phuwong phép luan tra ciru dwoc phét trién dé tim kiém céc patent va cdc don dang ky
sang ché yéu cau bao hd cac hgp phan hoat tinh cla vacxin phong virdt cim & nguodi. Viéc ké ra qud
trinh tra cru cho thay cach thuc hién tra cru. N6 cling mé t3 cac céng cu, céc co s& dit liéu riéng biét,
cac thach thie d3 gdp va cac phuong phap vuot qua. Viéc tra ciru ndi chung bao gém viéc st dung sy
k&t hop cla cdc tir khda va cac tra clru theo phan loai, viéc xem xét lai cac két qua tra ciru dé chinh sira
cdc biéu thirc tra clru va loai bd cac tai liéu khong cé lién quan, va dénh gid cudi cung vé chién lugc tra
clru théng qua viéc dua cac tai liéu duoc trich dan trong cac tai liéu cé lién quan. Phan nay cling ban
ludn vé céc gidi han cla viéc sir dung céc chi s& phan loai sdng ché (IPC, ECLA...) khi tim kiém cac patent
va cac don dang ky sang ché lién quan dén cac hop phan hoat tinh clia vacxin phong bénh cim & ngudi.

4.1.2. Phuwong phap luan va cac co s& dit liéu

Viéc nghién cru téng quan dugc thyc hién [an d4u tién bang cach tim ki€m mot s6 tai liéu chuyén nganh
vé vacxin phong bénh cim & ngudi nham chon céc tir khéa dé xay dung cac biéu thirc tra clru sang ché
va dac biét 13 dé gilip ching téi xac dinh sy lién quan ciia mot ho sang ché so véi mot ho sang ché khac,
dwa vao dé chi cé sang ché mé td “céac hop phan hoat tinh” duwgc dwa vao xem xét. Viéc xem xét bao
gdm cac nghién clru sdng ché™ ciing nhu céc bai bdo tim duogc trén Internet va cac ho sang ché™ vé virat
cum va céc vacxin lién quan dén bénh cim, 13 cé ich dé tao ra mdt danh muc céc tir khéa.

Budc ti€p theo 13 thuc hién viéc xem xét cac phan loai sdng ché sir dung dé xac dinh chi s6 phan loai
sang ché lién quan dén vacxin phong bénh cim & nguoi.

12 .
nhu la:

- “Xem xét cac cdng nghé san xuat vacxin phong bénh cim & nguoi, va su thich hop cta ching dé phat trién & cac
nudc dang phat trién sdn sang cho dich ciim 1én” dwoc thuee hién bdi T6 chirc Y t& Thé gidi — Sang kién cho nghién
clru vac-xin

- “Van kién vé cac van dé sang ché lién quan dé&n virdt cim va gen cla ching”, do WIPO soan thdo theo d& nghij cla
T6 chirc Y t& Thé gidi

- “Bdo cdo tra clru sang ché clia WIPO vé sy san sang tng phd dich ctim I&n (PIP)-cac patent va don ding ky sang
ché cé lién quan”, do Van phong quéc té soan thao.

B http://www.who.int/influenza/vaccines/en/
http://en.wikipedia.org/wiki/Influenza
http://en.wikipedia.org/wiki/Orthomyxoviridae
http://www.patentlens.net/daisy/influenza/4132.html
http://www.boliven.com/boliven landscapes/ip_report/Influenza landscape
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Vé&i danh muc céc tir khda va cdc chi s6 phan loai sang ché d3 duwoc thiét 1ap nhv dwoc md ta, cac biéu
thirc tra cru dugc xay dwng va chay trong co s& dit liéu CO TRONGFAMPAT (Questel™). Vi vay, tai liéu
nay gidi thidu céc biéu thirc tra ciru trong CO TRONGFAMPAT dung dé xac dinh cac ho sang ché cta chd
deé nay. Tuy nhién, co s& dit liéu cudi cung ma tir d6 cac phan tich thdng ké duoc 1ap, dwoc tao ra bang

céch st dung cac tai lieu INPAdoc (Patbase export; Minesoft™).

4.1.3. Nghién clru téng quan

4.1.3.1 Xem xét cac tai liéu

Bé&nh cim 1a mot bénh nhiém virdt ARN thudc ho Orthomyxoviridae, tac dong tdi dong vat cé vu va gia
cam: virat cam. Virdt gdy bénh cim lay truyén qua duwdng khéng khi cta d6i twong va gy ra cac triéu
chirng hd hap ndi chung, sét ndng va rat lanh, yéu &t va mét mdi, dau ngudi, dau dau va tham chi budn
nén va ndn. O ngudi, bénh cim cé thé gay ra dich bénh va chét ngudi, dic biét &3 tré em va ngudi cao
tudi.

Virdt cim duwoc chia thanh ba dang: A, B- 13 hai loai phé bién nhat gy ra bénh cim & ngudi — va C. Cac
loai virut cé thé dwoc phan biét bdi thé xac dinh khang nguyén cla ching. Qua thuc, cac virion clia bénh
cum mang hai khang nguyén glycoprotein bé méat chinh, Hemaglutinin (HA) va Neuraminidaza (NA). Céc
protein HA va NA rat dé bién déi bai 16 nhém mién dich ctia HA (tir H1 dén H16) va 9 nhém NA khac (tir
N1 dén N9). Piéu nay tao ra co s& cho cdc bién thé cla virut cim khac, nhuw HON2 hodc H5N1.

Virdt ciim ¢é hai déc tinh mién dich hoc cht yéu dwoc cho 1a mot thach thirc that sy véi cac nha san xuat
vacxin. Th& nhat, cac bién di di truyén dugc goi 13 “qud trinh bién d6i di truyén” xuat hién trén
glycoprotein bé& mat trong khodng vai ndm, tao ra cdc virt thoat khoi si dé khang gay ra bdi cac vacxin
thuong mai (cim theo mua). Thi hai, “qua trinh bién d6i khang nguyén” lién quan téi diéu 13 céc virdt
cum cé thé trao déi cdc vat liéu di truyén va hop nhat dé tao ra cac ching khdc vdi cac virdt cha me (dich
cum). Ching ciim mdi nay hop nhat va bat dau phat tan dé dang. Mot vi du, vé dai dich cim 1a dich
“cam Tay Ban Nha” (HIN1) ndm 1918 v&i hon 20 triéu ngudi chét trén toan thé gidi. Mot vi du, khac 1a
trwdng hop cim gia cadm d3 vuot qua rao can gilra cac loai tir gia cdm sang dong vat cé vu, ké ca ngudi,
dén mirc ma dan sd loai ngudi ¢ thé 1a ngudn bénh dé nghién ctru mién dich d&i v&i chling méi nay.

Ngay nay, bénh ciim cé sy quan trong dac biét déi véi strc khde cla dan s6 toan ciu. Trong bdi cdnh nay,
viéc tiém ching 13 gidi phap cé hiéu qua nhat dé ngan ngira su 1y nhiém va sy bung phat dir doi do céc
virt cim gay ra. Mot loai vacxin duoc tao ra tir tat cd céc vi rut cé doc t6 da dugce lam gidm hodc da
chét hodc tir mot khang nguyén virdt nhu protein HA. VAcxin dau tién phong bénh cim cé hiéu qua da
duoc tién st Thomas Francis, Jr. phat trién vao ndm 1944, vdi sy tai trg cia quan doi Hoa Ky.

Ngay nay, mot vai ché phdm vacxin d3 cé mat trén thj trudng: Begrivac, Flu Shield, Fluad, Agrippal,
Flumist, Fluogen, Fluvirin, Fluzone, Imovayx, Istivac, Mutagrip, Sandovac, Tetagrip, Vaxigrip.
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T nghién cru co s& nay, mét danh muc céc tir khda d3 dwoc thiét 1ap:

Cac tir khda lién guan dén virdt cim: influenza(l), influenzavirus, flu, (ortho)myxoviridae, virus, viral,

viridae, virosome, strain(s), h(a)emagglutinin(s), HA protein(s)/gene(s)/sequence(s), neuraminidase(s),
NA protein(s)/gene(s)/sequence(s), neuraminyl, HIN1, H2N2, H3N2, H5N1, virus- like particle(s), VLP(s),
attenuated, attenuation, attenuating+, inactivated, inactivation, inactivating, killed, live, (a)virulent.

Cac_tir_khda lién quan dén vicxin: vaccin(es), vaccination, vaccinating, antigen(s), antigenic,

immunogen(s), immunogenic, immunise, immunisation, immunising, immunize, immunization,
immunizing, immune response, prevent, prevention, preventing, protect, protection, protecting.

4.1.3.2 Xem xét cac chi sé phan loai c6 lién quan

Bang cach kiém tra cac Bang phan loai sang ché qudc t€&, chau Au, Hoa Ky va Nhat, cac chi s& phan loai
tuong &ng véi cac ché phadm chira khang nguyén hodc khang thé cla virut cim da dugc chon. Céc chi s
phan loai sau da dugc xac dinh:

Phan loai sang ché& qudc té (IPC):

A61K 39/145
[0] A61K 39/00 Dugc phdm chira khang nguyén hodc khang thé
[1] A61K39/145 Orthomyxoviridae, vi du,, virat cim

Phan loai sdng ché cda Hoa Ky (USPC)

424/209.100

[0] 424: Thu6c, cac hop chat cé tac dong sinh hoc va chita bénh cho co thé

[1] 424/184.1: khang nguyén, epitop, hodc chat mién dich dic hiéu phdn ng mién dich khac (vi du,,
vacxin mién dich dic hiéu, chat kich thich mién dich d&c hiéu ctia mién dich t&€ bao trung gian, khang
nguyén dung nap mién dich d3c hiéu, chat (rc ché mién dich dac hiéu, v.v.)

[2] 424/ 204.1: Virat hodc cic thanh phan cla ching

[3] 424/ 209.1: Orthomyxoviridae (vi du,, virat cam, virat gay dich gia cdm, v.v)

424/210.100

[0] 424: Thu6c, cac hop chat ¢ tdc dong sinh hoc va chita bénh co thé

[1] 424/184.1: khang nguyén, epitop, hodc chat mién dich dic hiéu phdn rng mién dich khac (vi du,,
vacxin mién dich dic hiéu, chat kich thich mién dich ddc hiéu ctia mién dich t&€ bao trung gian, khang
nguyén dung nap mién dich dic hiéu, chat (rc ché mién dich déc hiéu, v.v.)

[2] 424/ 204.1: Virat hodc cic thanh phan cla ching

[3] 424/ 209.1: Orthomyxoviridae (vi du,, virat cim, virdt gay dich gia cdm, v.v)

[4] 424/210.100 Vacxin c6 cau tric siéu phan tl cé chira ngung két t6 hong cau hodc neuraminidaza
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Phan loai sdng ché clia Co quan sdng ché& Chau Au (ECLA):

A61K39/145

[0] A61K39: Dugc phadm chira khang nguyén hodc khang thé
[1] A61K39/12: Cac khang nguyén cla virat

[2] A61K39/145: Orthomyxoviridae, vi du, virat cim

C0O7K14/11

[0] CO7K14: Peptit cé nhiéu hon 20 axit amin; Gastrins; Somatostatins; Melanotropins; Cac dan xuat cla
ching

[1] CO7K14/005 tlr cac virat

[2] CO7K14/08: Virut ARN

[3] CO7K14/11: Orthomyxoviridae, vi du,, virat cim

Phan loai sdng ché& ctia Nhat (Japan Fl):

A61K39/145
[0] A61K39/00: Dwoc pham chira khang nguyén hodc khang thé
[1] A61K39/145: Orthomyxoviridae, vi du,, virat cim

4.1.4. Chién lvogc tra cttu

4.1.4.1 Cac biéu thirc tra ciru dyra trén chi sé phan loai

Biéu thirc 1: Cac chi sd phan loai lién quan dén Orthomyxoviridae ké ca virat cim
((A61K-039/145)/IC) OU ((424209100)/PCLO) OU ((424210100)/PCLO) OU ((A61K-039/145)/ECLA) OU
((CO7K-014/11)/ECLA) OU ((A61K39/145)/FI)

“IC” nghta la phan loai sdng ché quéc té

“PCLO” nghta la phan loai sdng ché cla Hoa Ky

“ECLA” nghta la phan loai sang ché clia Co quan sang ché chau Au

“FI” nghta la “phan loai sdng ché clia Nhat”

DE biét thém chi tiét cla cac dong Iénh, hdy xem phan phu luc

Bi€u thirc tra clru nay dan dén 2397 ho sang ché cé trong FAMPAT (duogc cong bd dén thang 11 ndm
2011). Dwdi chi s& phan loai IPC A61K-039/145, hau hét cac ho sdng ché lién quan dén vacxin cim (vi du,
US20080311153) bao gdbm cac chdng dac biét cda virut (vi du, RU2105063). Tuy nhién, chi s& phan loai
A61K-039/145 lai khong danh cho ngudi va bao gdm cac ho sang ché& yéu cau bdo hd vacxin cim dung
cho dong vat nhu ngua (vi du, W00160849), ché (vi du, W0200897970), lon (vi du, JP59039831) va gia
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cam (vi du, RU2009114430). Hon thé& nita, cdc ho sang ché& bao ho vacxin chéng lai cac gidng cla ho
Orthomyxovirus nhu Isavirus (vi du, W0200072878). Cac ho sang ché khac khdng lién quan dén thanh
phan cla vacxin cim (khdng nguyén, ching virdt), nhuwng lién quan dén quy trinh sdn xuit vacxin trén
toan cau, nhu s& dung liposom (vi du, W09749423) hodc cdc td duwoc (vi du, W0O2009151313), su sao
chép vi rut trong nudi cdy té bao (vi du, US20030119183), viéc lam sach chung (vi du,, W0200806780),
viéc bdo quan déng lanh vacxin (vi du, W0200817956) ... Cac ho sang ché& khac dé cap dén viéc phat hién
virdt cum (vi du, WO2007134166) vi chi s6 IPC ciing bao gdbm cac ho sang ché& bdo hd cac nguyén liéu dé
th&r nghiém mién dich (G01N33/53). Cac ho sang ché lién quan dén viéc chan doan (vi du, SU1463758),
dén khang thé nglra virut cim (vi du, WO200378600) va peptit khang virat cling dwgc phan loai vao chi
s6 A61K-039/145. Hon thé nita, nhiéu ho sang ché khéng lién quan dén virat cim nhuwng lién quan dén
Haemophilus influenza(e) (vi du, EP, 2133359) hodc virut Parainfluenza (vi du, US2007134271) khong
phai 13 virGt thudc ho Orthomyxoviridae. Mot s& ho sang ché yéu cau bao ho vacxin nglra vi khuan nhu
Streptococcus equi (vi du, EP0786518). Cac ho sang ché thudc vé két qud mac du ching dudng nhu
khéng lién quan dén Orthomyxovirus va virat cim, cd |18 vi tir khda “cim” dugc néu trong yéu ciu bao
ho (vi du, W0200172281). K&t luan 1a, A61K-039/145 khéng thé duogc st dung dé xay dwng biéu thirc tra
cttu loai bd vacxin cim. Pham vi tra clru do vay duoc thu hep lai bang cach loai bd cac ho sang ché
khong lién quan dén virat cim ngudi va dugc hoan thanh bdi cac biéu thire tra ctru st dung cac tir khoa.

4.1.4.2 Cac biéu thirc tra ciru dyra trén ter khoa

Biéu thirc 2: Tén clia virat cim, bénh nhiém khuan va ho virit (theo tén sang ché, tém tat va yéu cau
bao hd).

(INFLUENZA+ OU FLU OU INFLUENZA_VIR+ OU ORTHO_MYXOVIR+ OU MYXOVIR+)/BI/CLMS

« Bl » nghfa 13 viéc tra cru duoc ti€n hanh d6i véi tén sang ché va tém tat sang ché trong céc ho sang
ché cé trong FAMPAT

« CLMS » nghta |a viéc tra ciru duoc tién hanh d6i véi cac diém yéu cau bao hd cla cac sang ché cé trong
FAMPAT

« _ » thay thé& cho mét diu céch, con — hodc khong cé diu céch nao ca (tire 1a ortho_mixoviridae c6 thé
tim cdac tr orthomixoviridae, ortho mixoviridae hoac ortho-mixoviridae).

DE biét thém chi tiét clia cac dong I1énh, hay xem phan phu luc

Biéu thirc tra cru nay din dé&n 20896 ho sang ché cé trong FAMPAT. Cac két qua cé lién quan dén virut
cum nhuwng chua lién quan dén vacxin (vi du,, EP0007467) vi nhiéu sdng ché ciing bao hd viéc diéu tri
bénh cum (vi dy,, ZA7905491), viéc phat hién virat (vi du,, SU639941), viéc xét nghiém dé chan doan (vi
du,, SU1698288), chling &€ md hinh hda viéc lan truyén bénh & chudt (vi du, SU1735363), viéc sao chép
ching virat phat trién nhanh trong dong té bao (vi du, US5824536) cla viéc lam sach chung (vi duy,
EP0171086), tdc nhan khang virGt cim tir chiét pham thwc vat (vi du, JP2002145790)...
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Virdt cim ciing cé thé dugc néu trong danh muc céc virdt cda cac yéu cau bdo hd phu thudc (vi du,
W0201056991) va sang ché& cla mdt ho nhdc dén thuat nglt “influenza” (vi du, W0200221614) hoic
“flu” (vi du, US6378219) ma khdng cd lién quan dén virdt.

Hon thé nita, cac ho sang ché yéu cau bao hé Haemophilus influenzae (vi du, W0200216440) hodc vi rut
Parainfluenza (vi du, US6410023), can phai loai bd bang mét biéu thirc riéng.

Tap hop cac két qua tra ctru 1a qud 16n x6n vi cdc ho sdng ché khéng chi lién quan dén virut va/hodc
vacxin cim. Cac ho sang ché khong lién quan nay duoc loai bd bang cach st dung cac biéu thirc tra clru
riéng.

Biéu thirc 3: Cac dang virut cim d3 dwoc xac dinh (theo tén, tom tat sang ché, va yéu cau bao hd).
((HIN# OU H2N# OU H3N# OU H4N# OU H5N# OU H6N# OU H7N# OU H8N# OU H9N# OU
H10N#)/BI/CLMS) SAUF (H2NR OU H2NO OU H2NH)/BI/CLMS

« # » thay thé dung mot ky tu

Bi€u thirc nay din dén 1903 ho sang ché cé trong FAMPAT. Hau hét cac sang ché nay di duogc tim thay
bai biéu thirc 2 (vi du, RU2416641). B6i vai HIN#, H1 13 dang protein Hemagglutinin dau tién d3 duoc
biét dén, lién két véi mot trong sd cac dang protein Neuraminidase (N#) d3a biét. Viéc loai bd “H2NR,
H2NO va H2NH” 13 cdch dé loai bd céc ho sang ché khong lién quan (vi du, W02008093086).

Tuy nhién, mdt s6 ho sang ché& khéng dé cap dén vacxin cim dung cho ngwdi ma dé cap dén viéc san
xuat virat (vi du, WO200745674), viéc phat hién ra ching (vi du, CN1858249) ...

Biéu thirc 4: Cac dang virGt cim chwa dwoc xac dinh (theo tén, tém tat sang ché, va yéu cau bao ho).
((H#N# OU A_H#N# OU B_H#N# OU B_H#N#)/BI/CLMS PHR (+MYXOVIR+ OU +INFLUENZA+ OU FLU

OU +VIRUS OU VIRAL OU +VIRIDAE OU SEROTYPE? OU STRAIN? OU ANTIGEN? OU SUBTYPE? OU
H?EMAGGLUTININ? OU NEURAMINIDASE? OU +NEURAMINYL+ OU GLH#COPROTEIN? OU
PANDEMIC)/BI/CLMS) SAUF (HAND OU HANG OU HUNG OU HIND OU HINF OU HANK OU HONE OU
HING OU HTND OU HSNI OU HENO OU HTNF OU HANP)/BI/CLMS

« ? » thay thé mét hodc nhiéu ky tu.

Biéu thirc nay dan dén 1429 ho sang ché& cé trong FAMPAT. Hau hét cac ho sang ché nay d3 duoc tim
thay bdi biéu thirc 2 va 3 (vi dy, RU2007127098). D4&i véi H#N#, H# 18 mot trong cdc dang protein
Hemagglutini d3 biét, lién két véi mdt dang protein Neuraminidaza (N#) d3 biét. Viéc loai bo “HAND,
HANG, HUNG, HIND, HINF, HANK, HONE, HING, HTND, HSNI, HENO, HTNF va HANP” |a cach loai bo céc
ho sdng ché khéng cé lién quan, nhu cdc sdng ché yéu ciu bao hd viéc sir dung han ché cdc enzym nhu
HIND lII (duoc truy xuat thdng qua tir khda H#N#, vi du, WO2006085016).
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Tuy nhién, mot s6 ho sang ché khong dé cap dén vacxin cim & ngudi nhu d6i véi hai bidu thirc néu trén.

Biéu thirc 5: Tén cac gidng virlt khac thudc Orthomyxoviridae (theo tén, tém tat sang ché, va yéu cau
bao hd).

(THOGOTO_VIRUS OU ISA_VIRUS)/BI/CLMS

Biéu thirc nay dan dén 20 ho sidng ché cé trong FAMPAT. Cac két qua cd thé duoc gidi han bdi viec
nghién cttu nay, vi ho sdng ché& bao gdom cdc vacxin nglra Isavirus (vi du, W0200072878)

Biéu thirc 6: Tén clia bénh ciim Haemophilus (theo tén, tém tat sang ché, va yéu cau bao hd).

((H?EMOPHILUS 1AV INFLUENZA?) OU (H?EMOPHILUS 1AV PARA_INFLUENZA?) OU (H AV
INFLUENZAE))/BI/CLMS

“1AV” nghia la “cé mot tir dirng trwdc mot tir khac”.

Bi€u thirc nay dan dén 2044 ho sing ché cé trong FAMPAT. Haemophilus influenza, trwdc day duoc goi
Ia bénh cum Bacillus influenza, |a mot vi khuan ho Pasteurellaceae va n6é duoc coi la nguyén nhan gy ra
bénh cim cho d&n ndm 1933. Cac két quad dé cip dén bénh cum Haemophilus (vi du, W0O02060938),
bénh cum Haemophilus (vi du, US20110150889) va bénh cum Hemophilus (vi du, WO8912460). Biéu
thirc nay dung dé loai bo cac két qua khdng lién quan nay cé dwoc tir cac biéu thirc tra clru vé virat cam.

Biéu thirc 7: Tén virut Parainfluenza (theo tén, tém tat sang ché&, va yéu cau bao ho).
(PARA_INFLUENZA)/BI/CLMS

Bi€u thirc nay din dén 1299 ho sang ché cé trong FAMPAT. Virut Parainfluenza |a mot thanh vién cta ho
Paramyxovirus, va n6 khac biét vdi cac vi rit cim khac. Viéc xem xét céc ho sdng ché nay chi ra nhiéu két
qua khdéng cé lién quan yéu cau bdo hd, vi du, vacxin chira virut parainfluenza téi t6 hop (vi du,
US6410023). Biéu thirc nay dung dé loai bé cac két qua nay ra khéi cac biéu thirc bénh cim. Tuy nhién,
cac ho séng ché cé lién quan cling co thé bj loai bé bdi bi€u thirc nay vi “para influenza” 1a mét khai niém
tiéng Tay Ban Nha nghta |a “d6i véi bénh cim” (vi du, (MX2011000459). Nhuwng, cac két qua cd lién quan
nay cé thé duoc tim thay bdi cac biéu thirc bé sung nhu cac biéu thirc bang tiéng Tay Ban Nha.

Biéu thirc 8: Loai bd cac loai virat thuéc ho Orthomyxoviridae, Haemophilus influenza va
Parainfluenza virut.

(QUERY 2 OR QUERY 3 OR QUERY 7) AND NOT (QUERY 5 OU QUERY 6 OU QUERY 7)
Bi€u thirc nay dan dén 19252 ho sang ché cé trong FAMPAT

Trong giai doan nay, cé sy pha tron gitta cac ho sang ché trich dan it nhat mot tir trong s6 cac tir khda
lien quan dé&n virdt cim va yéu cau bdo ho vacxin va ca phuong phdp chan dodn hoic cac khang thé
dung dé diéu tri bénh ... Vi vay, can phai dua ra sy gidi han d&i véi cac vacxin.
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Biéu thirc 9: K&t hop biéu thirc 8 va mot biéu thirc bao gom cac tir dong nghia cha vacxin dé tim kiém
cac ho sang ché lién quan dén cdc virat ciim (theo tén, tém tit sang ché, va yéu cau bao hd).

QUERY 8 ET (VACCIN+ OU IMMUNOGEN+ OU IMMUNIS+ OU IMMUNIZ+ OU ANTIGENIC)/BI/CLMS
Bi€u thirc nay dan dén 3802 ho sang ché ho cé trong FAMPAT.

Tuy nhién, mdt s6 ho sang ché& khong dé cap dén vacxin cim, nhung lai dé cap dén vacxin néi chung,
nh& phu gia, cac chat khang virat, cdc chat (e ché (vi du, US20080181949) ... va cac vacxin dung cho
déng vat (CA2535127). Vi vay, budc tiép theo |a gidi han cac két qua [a cac vacxin dung cho ngudi va
mot biéu thirc dwoc xay dung dé loai bd cac ho sang ché khong cé lién quan nay.

Biéu thirc 10: Loai bo cac ho sang ché& yéu cau bao hd dong vat (theo tén, tom tat sang ché, va yéu cau
bdo hd).

QUERY 9 SAUF ((CHICKEN? OU FISH?? OU PIGEON? OU (NEWCASTLE DISEAS+) OU CATTLE OU AVIAN
OU POULTRY OU (BURSAL DISEAS+) OU ANIMAL+ OU GOSLING OU GOOSE? OU CANINE OU CANID+
OU DOG? OU CAT? OU COW? OU FELINE OU EQUINE OU SWINE? OU PORCINE OU BIRD? OU
EPIZOOTIC OU HOG? OU CALF OU BOVINE OU TURKEY? OU GOAT? OU SALMON? OU HORSE? OU
SHEEP? OU DUCK? OU PIG? OU VETERINARY+ OU VET) SAUF (HUMAN? OU PATIENT? OU MAN OU
WOMAN OU MEN OU WOMEN OU ADULT? OU MAMMAL? OU CHILD OU CHILDREN OU BABY OU
BABIES OU INFANT? OU SUBJECT? OU PEOPLE))/BI/CLMS

Bi€u thirc ndy dan dén 3097 ho sang ché cé trong FAMPAT

Trong giai doan nay, cac ho sang ché yéu cau bado hd viéc sir dung sang ché& trong tha y (vi du,
W09406468, US5916879) , duoc loai bd, trir cdc sang ché cling dung cd cho nguwodi (vi duy,
W02007082734). Cac sang ché cudi cung can dugc loai bo lién quan dén déng vat cé thé dugc loai bd
bang cach sang loc tryec tiép.

Tuy nhién, mét s6 ho sang ché& khdng dé cap dén vacxin phong bénh cum & ngudi , nhung dé cap dén
viéc san xuat vacxin (vi du, WO200745674), viéc phat hién ra ching (vi du, CN1858249) ...

Vi vay, budc tiép theo I3 gidi han cac két qua & cac ho sang ché yéu cau bdo hd chinh vacxin va khong
yéu cau bdo ho quy trinh 1am sach, viéc nudi té bao cua virat ... D& dat dwoc muc dich nay, cac ho sang
ché khéng lién quan duoc loai bd bdi cac bidu thirc chira cac tir khda khong lién quan dén vacxin da
duwoc 1ap ra dé nghién cru vé vacxin néi chung (phan 1)

T4t ca cac biéu thirc tir 11 téi 23 dwoc sir dung dé loai bd cac ho sang ché khdng lién quan.
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Biu thirc 11: (((BIOREACTOR+ OU REACTOR+ OU INDUSTRIAL OU (LARGE SCALE) OU (MASS
PRODUCTION))/TI) OU

(((BIOREACTOR+ OU REACTOR+)/AB) ET ((METHOD OU PROCESS)/TI)))

Biéu thirc 12:

(((MODEL?)/TI) SAUF (((SEQ ID)/TI/AB/CLMS) OU ((PREVENT+)/TI) OU ((ANTIGEN+ ET (IMMUNE
RESPONSE))/TI/AB) OU ((VACCINE AGAINST)/TI/AB)))

Biéu thirc 13:

(((GRAFT+ OU XENOGRAFT+ OU IMPLANT? OU TRANSPLANTATION+ OU IMMUNOSUPPRESSOR OU
REJECTION OU (DOWN REGULATION))/TI/AB) SAUF (((((VACCIN+ AV COMPOSITION?) OU
(IMMUNOGENIC AV COMPOSITION?)) ET INFECT+)/TI/AB/CLMS) OU (((SEQ ID)/TI/AB/CLMS) OU
((VACCIN+ AGAINST)/TI) OU ((VIR+ VACCIN+)/TI) OU (PROPHYLAC+/TI/AB) OU ((ELICIT+ PHR
RESPONSE)/TI/AB/CLMS)) OU (ATTENUAT+ OU (IMMUNE AV RESPONSE))/Tl))

Biéu thirc 14:

(((DEVICE? OU NEEDLE+ OU MICRONEEDLE+ OU INJECT+ OU APPARATUS+ OU PEN OU
SEMICONDUCTOR+ OU STENT+ OU CATHETER+ OU MAGNETIC OU AUTOMATIC)/TI) SAUF
(((((VACCIN+ AV COMPOSITION?) OU (IMMUNOGENIC AV COMPOSITION?)) ET INFECT+)/TI/AB) OU
(((SEQ ID)/TI/AB/CLMS) ET VACCIN+/TI) OU ((VACCIN+ AGAINST)/TI) OU ((INJECTABLE VACCINE)/TI)
OU ((VIR+ VACCIN+)/TI) OU (PROPHYLAC+/TI/AB)) OU (ATTENUAT+)/TI))

Biéu thirc 15:

((A61P-035)/IC) ET ((TREAT+ OU THERAP+) SAUF (PROPHYL+ OU PREVENT+))/TI/AB/CLMS

Biéu thirc 16:

(((CREAM? OU TABLET? OU AQUEOUS OU SOLVENT? OU GEL? OU POWDER+ OU OIL+ OU WATER OU
EMULSI+ OU DRY OU DRIED)/TI) SAUF (((IMMUNIZ+ OU IMMUNIS+ OU ((ELICIT+ OU GENERAT+ OU
INDUC+) 3AV IMMUN-+))/TI/AB/CLMS) OU ((VACCIN+)/TI/AB) OU ((BACTERIN+)/TI/AB) OU

(((ATTENUATED OU AVIRULENT) ET STRAIN+)/TI/AB/CLMS)))

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012

113



Biéu thirc 17:

(((CELL LINE?) OU CULTUR+ OU MATRI+)/TI) SAUF (((VACCIN+ OU IMMUNOGENIC OU ATTENUAT+
OU AVIRULENT OU INACTIVAT+)/TI) OU ((VACCIN+ ET (ATTENUAT+ OU IMMUNZ+ OU
IMMUNIS+))/AB) OU ((VACCIN+ ET (IMMUNIZ+ OU IMMUNIS+ OU SEQ OU
IMMUNOPROTEC+))/CLMS))

Biéu thirc 18:

(CROHN OU ALZHEIMER OU (IMMUNE DISEASE?) OU (AUTOIMMUNE DISEASE) OU NEUROTOXICITY
OU AMYLOID+ OU ARTHRITIS)/TI

Biéu thirc 19:

(DELIVER+ SAUF (MENINGOCOCCAL OU PAPILLOMA OU TUBERCULOSIS OU ANTHRAX OU
INFLUENZA+ OU FLU OU EPSTEIN OU ANGUILLARUM OU (HIV AV VACCINE)))/TI

Biéu thirc 20:

ALLERG+/TI

Biéu thirc 21:

((STABILIZER/TI) SAUF (((IMMUNOGENIC COMPOSITION+) OU (VACCIN+ PREPARATION) OU (VACCIN+
COMPOSITION+) OU (LIVE 2AV VACCIN+))/TI/AB/CLMS)) OU ((STABILI+ ET (FORMULATION OU
CASSETTE OU CONFORMATION OU ANTIBOD+))/TI) OU (((STABILI+ ET PACKAGING)/TI/AB) SAUF
(VACCIN+ COMPOSITION+)/TI) OU (((STABILI+)/TI) SAUF (VACCIN+ OU IMMUNOGENIC OU PREVENT+
OU PROTECT+ OU INACTIVAT+ OU ATTENUAT+)/TI/AB/CLMS)

Biéu thirc 22:

(CANCER+ OU PROBIOTIC+)/TI

Biéu thirc 23:

(((CANCER OU TUMO?R OU CARCINOM+) 2M (ANTIGEN+ OU PEPTID+)))/TI/AB/CLMS

Biéu thirc 24:

QUERY 10 SAUF (QUERY 11 OU QUERY 12 OU QUERY 13 OU QUERY 14 OU QUERY 15 OU QUERY 16
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OU QUERY 17 OU QUERY 18 OU QUERY 19 OU QUERY 20 OU QUERY 21 OU QUERY 22 OU QUERY 23)
Bi€u thirc ndy dan dén 2324 ho sang ché cé trong FAMPAT

Trong giai doan nay, cac ho sang ché khong lién quan van cé mit trong géi dir liéu. DE loai bd ching,
biéu thirc 25 duoc thiét 1ap dé loai bo cac thuat ngit 13p lai (purif+, inhitor?...) lién quan dén két qua tra
clru cac chat trc ché virdt cim, [am sach virdt. ...

Biéu thirc 25:

QUERY 24 SAUF ((PURIF+ OU +ASSAY+ OU ANTIBOD+ OU DETECT+ OU MENINGITIS OU ANKARA OU
MALARIAL? OU ANTIVIRAL OU BACULO+ OU MURAMYL OU ANIMAL? OU COMPOUND? OU BACTER+
OU LIPOSOME? OU (+VIRUS+ SAUF (INFLUENZA+ OU FLU OU INFLUENZA_VIR+ OU
ORTHO_MYXOVIR+ OU MYXOVIR+)) OU VECTOR+ OU DIAGNOST+ OU INHIBITOR? OU DERIVATIVE?
OU EQUINE? OU IMMUNOGLOBULIN? OU IL_1 QU IL_2 OU MICRO_ORGANISM? OU +COCCUS oU
+COCCAL)/TI) OU ((A61P-025+)/IC OU (A61P-035+)/IC)

Bi€u thirc nay dan dén 1379 ho sang ché cé trong FAMPAT. Can cé nguoi doc kiém tra két qua tra ctru
cla Biéu thirc 25 dé quyét dinh liéu cac két qua nay cé duoc giit lai trong danh muc khdéng (vi du,
RU2422517) hodc can loai bd (KR20110072473). Dé dat dwoc muc dich nay, tén, tém tit va cac yéu cau
bdo ho cha 1379 két qua sé dwoc phan tich mét cach thu cong. Viéc xem xét chi tiét cho phép phat hién
ra cac tir khdéa méi dé xac nhan cac biéu thirc trudc va xay dwng céc biéu thirc mdi, cling nhu xac dinh
céc ho sang ché khéng lién quan dé loai bo ching.

Biéu thirc 26: Tra ctru bd sung lién quan dén dap &rng mién dich
(INFLUENZA+ OU FLU OU INFLUENZA_VIR+ OU ORTHO_MYXOVIR+ OU MYXOVIR+)/BI/CLMS ET
(IMMUN+ PHR RESPONSE?)/BI/CLMS

Bi€u thirc nay dan dén 2318 ho sang ché c6 trong FAMPAT. Biéu thirc nay thdng ké day dl cac ho sang
ché cé lién quan cta Biéu thirc 9 (cac tir khda lién quan dé&n vacxin) véi cac két qud cé lién quan bd sung
(vi du, WO2008054540). Cac két qua mai cé lién quan cla biéu thirc nay sé dugc bo sung vao danh muc
céc ho séang ché da dugc chon.

Biéu thirc 27: Tra ctru bé sung lién quan dén cac virat khdng cé trong tw nhién
(INFLUENZA+ OU FLU OU INFLUENZA_VIR+ OU ORTHO_MYXOVIR+ OU MYXOVIR+)/BI/CLMS PHR

(ATTENUAT+ OU INACTIVAT+ OU KILLED OU LIVE OU VIRULENT OU AVIRULENT)/BI/CLMS
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Biéu thirc nay dan dén 1014 ho sang ché cé trong FAMPAT. Hau hét cac ho sang ché nay d3 duoc xac
dinh san bai cac bidu thire trwde (vi du, KR20080100632). Cac két qua mdi cé lién quan duoc b6 sung
vao danh muc cac ho sadng ché duogc chon.

Biéu thirc 28: Tra clru b6 sung lién quan dén céc tiéu thé gidng virut

(INFLUENZA+ OU FLU OU INFLUENZA_VIR+ OU ORTHO_MYXOVIR+ OU MYXOVIR+)/BI/CLMS ET
((+LIKE PHR PARTICLE?) OU VLP?)/BI/CLMSoffice of first filings

Bi€u thirc nay dan dén 383 ho sang ché cé trong FAMPAT.

Céc tiéu thé giéng virut (VLPs) c6 thé gay ra phan rng mién dich vi ching chira it nhat cac protein bé mat
duogc biéu hién trong ciu hinh di giéng véi cdu hinh tu nhién cla ching. Ngoai ra, cac tiéu thé nay
khong chira b8 thé cla cac vat liéu di truyén can thiét dé tdi tao virut.

Hau hét cic sang ché bdo hd VLPs da dugc xac dinh bdi cac biéu thirc trudce (vi du, W02009105729)
nhung cidc ho sang ché mdi cé lién quan duwogc xac dinh bai biéu thirc bd sung nay (vi du,
W0200200885). Vi vay chiung duoc bé sung vao danh muc céc ho sang ché duoc Iwa chon.

Biéu thirc 29: Tra ciru b sung lién quan dén cac thé virut
VIROSOME?/BI/CLMS

Biéu thirc nay dan dén 215 ho sang ché& cé trong FAMPAT. Hau hét cac sdng ché nay da duoc xac dinh
bai céc biéu thirc truwde (vi du, W02007107585). Cac két qua mdi cd lién quan duoc bd sung vao danh
muc cac ho sang ché da duoc chon (vi du, US5879685, khdng cd trong két qua cla Biéu thirc 25).

Mot nghién clru khac dugc thuc hién bang cach thém cac tir khéa méi lién quan dén cau tric cla virut
cum twong ty nhu trong thanh phan cla cac tiéu thé chira virdt cla tat cd céc virat cim. Cau truc virat
duogc ciu tao thanh bdi vé ngoai virut cé hai loai glycoprotein chinh trén mat ngoai cla cac tiéu thé virat
: Hemagglutinin (HA) va Neuraminidase (NA).

Biéu thirc 30:

((H?EMAGGLUTININ? OU (HA AV (PROTEIN? OU GENE? OU SEQUENCE?)) OU (NA AV (PROTEIN? OU
GENE? OU SEQUENCE?)) OU NEURAMINIDASE?) OU (ACETYL_NEURAMINYL+) OU (+NEURAMINYL+))
ET ((IMMUN+ PHR RESPONSE?) OU (PREVENT+ OU PROTECT+) OU (VACCIN+ OU IMMUNOGEN+ OU
IMMUNIS+ OU IMMUNIZ+ OU ANTIGENIC))/BI/CLMS

Biéu thirc nay din dén 1355 ho sang ché& cé trong FAMPAT. Céc ké&t qua chl yéu lién quan dén dap ¢ng
mién dich gay ra b&i Hemagglutinin protein (HA) va Neuraminidaza (NA) cla virat. Phan |&n cac ho sang
ché& nay d3 duogc xac dinh bdi cac biéu thirc trwdce (vi du, W02010125202). Viéc sang loc |a cach dé loai
bo Neuraminidaza khéng lién quan dén virat cim (nhung lién quan dén Pasteurella multocida, vi duy,
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W09816649). Cac két qua mdi lién quan dén biéu thirc nay dwoc bé sung vao danh muc cac ho sang ché
d3 dwoc chon (vi du, CN1660421, chua cé trongkét qua tra clru theo Biéu thirc 25).

Biéu thirc 31: Biéu thirc bang cac ngén ngir: Phap, Tay Ban Nha, Dlrc, Nga, Nhat, Trung quéc va Han
Quéc

Tiéng Phap = “GRIPPE” ngha 13 “cim” va “VACCIN?” 13 “vicxin”.
Tiéng Tay Ban Nha = “VACUNA(S)” nghta 1a “vécxin”.
Tiéng Dlrc = “GRIPPE” nghta la “cim” va “IMPFSTOFF?” nghia |13 “vacxin”.

Tiéng Nga = “IPUMMN”nghta |3 “cdm” va “BAKLIMHA” nghta la “vcxin”.
Tieng Nhat = “4 > 7 )L HY”nghia la “cim” va “"7 2 F>/” nghia |a “vacxin”.

(R

Tiéng Trung = “FRATHERE “nghia 1a “cim” va “BEHE” nghia la “vacxin”.

Tiéng Han = “QI ZE 2 A X}’ nghta 13 “cum” va “BH Al” nghia |a “vacxin”.

(GRIPPE ET VACCIN?)/BI/CLMS OU (INFLUENZA ET VACUNA?)/BI/CLMS OU (GRIPPE ET

IMPFSTOFF?)/BI/CLMS OU (FPUMNM ET BAKLUWHA)/BI/CLMSOU (4 >~ Z )L T ET

2 F>/)/BI/CLMS OU (RITHE'E ET B HE)/BI/CLMS OU (2! ZE 2 Ml X} ET 84 Al)/BI/CLMS

Biéu thirc nay chi dan d&n1470 ho sang ché cé trong FAMPAT. Biéu thirc nay két hop cac thuat ngi
khéng phai 13 tiéng Anh, nhu tiéng Phap (FR), tiéng Tay Ban Nha (ES), tiéng Pirc (DE), ti€ng Nga (RU),
tiéng Nhat (JP), tiéng Trung (CN) va tiéng Han (KR). Viéc nghién ctru chi tiét nhu vay cho phép xac dinh
cac ho sang ché khac lién quan dé&n vacxin phong bénh cim, ciing nhu cac ho sang ché can dugc loai bé.
Mét s6 két qua tra ctru cd lién quan (vi dy, CL10702008) dwoc bé sung vao danh muc cac ho sang ché da
duwoc chon.

Céc sang ché nay khéng duoc tim thay bai cac bidu thire tra ciru bang ti€ng Anh vi cac 16i trong khi dich
tw dong bang may ra tiéng Anh.

4.1.4.3 Phan tich tinh nhét quan cda tdp hop sang ché

Viéc phan tich sy trich dan cla tap hop sang ché da dua ra mdt danh muc cac sang ché hay duoc trich
dan nhat. Cac sang ché& hay duoc trich dan nhat cé thé di ¢ trong tap hop sang ché hodc van & bén
ngoai tap hop sang ché. Cac ho sang ché chua cé trongtap hop nay duoc kiém tra va khéng can dan dén
viéc xac dinh cac ho sang ché cé lién quan khac. Biéu nay khang dinh rang chién lwoc tra clru khdng can
dén viéc chinh stra tiép theo bdi cac tir khda, cac chi s6 IPC b6 sung, hodc cac thir khac.
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4.1.4.4 Chinh slra tap hop sang ché va co s& dit liéu cudi cung

Téng s6 79 ho sang ché cé trong INPADOC can xem lai b&i cac chuyén gia ky thuat dé xac dinh sy lién
quan cta chdng.

79 ho sang ché c6 kha nang cé lién quan da dwoc nhan biét d3 dugc xem xét lai vdi sy hop tac cia WIPO
va WHO dé& xac nhan (vi du, WO11014794) hoic loai bo (vi du, WO06045532) ching ra khoi co s& dit liéu
cudi cung. Co’ s& di¥ liéu cudi cing vé vacxin phong bénh ciim & ngwoi dwoc tao ra ngay 18/11/2011,
chira 516 ho sang ché c6 trong INPADOC ¢6 lién quan (45 ho sdng ché cé trong IPADOC d3 bj loai bd sau
khi xem xét thd cdng lan thi hai).

4.2. Phan tich théng ké

4.2.1. S6 lwgng va su tién trién cac don dang ky sadng ché va patent

Téng s8 cac ho sédng ché yéu cau bdo hé cac hop phan hoat | 516
tinh cla vacxin phong bénh cim & nguoi

Téng s6 cac patent & don dang ky sang ché khac nhau 2226

Quy mé trung binh clia ho INPADOC 4.31 patent hoac don/ho
Céc sédng ché da dwoc bao hd 38.3%

Pon PCT 53.7%

Bang 28 — Thdng ké chung vé cic do'n dang ky sang ché va patent

Viéc tra ciru sdng ché d3 tim ra 516 ho patent va don dang ky sdng ché dugc cong bd dén thing
11/2011. 516 ho sdng ché nay bao gbm 2226 patent va don dang ky sang ché da cdng bd. Trong sd 516
ho séng ché&, 198 ho c6 mot hodc nhiéu sang ché da dwoc cip bang. Cac ho sdng ché& nay chia hai loai
“Ho sdng ché phirc hop” (CPF):

- Mbét ho yéu ciu coi don dang ky sdng ché tam th&i Hoa ky s6 US60/303,396 ndp ngay
09/7/2001 la don dau tién (6 ho sdng ché& ngoai 56 ho sidng ché clia CPF da dugc dua vao co s&
di* liéu nay) (do cong ty BOGOCH ELENORE; BOGOCH SAMUEL nop don)

- M@t ho yéu cau coi GB20070007697 ndp ngay 04/4/2007 la don dau tién (2 ho sdng ché ngoai
44 ho sang ché clda CPF d6 d3 dugc dua vao co s& dit liéu nay) (do cong ty GLAXO SMITHKLINE
BIOLOGICALS ndp don)
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DE biét thém thong tin vé cach cac ho sang ché d3 dwoc thanh 1ap, hdy xem cac Tiéu chuin cda WIPO vé

~14
e

Ho Sang ché™ hodc cac tai Iéu tham khao khéc trén Internet®.

Céc patent d3 dwoc cap dugc nhan biét bang cach tao ra mot biéu thirc tra ctru dua trén ma tai liéu lién
quan dén patent d3 dugc cap cla tat ca cac co quan patent va dp dung né cho tap hop sdng ché cla céc
hop phan hoat tinh cla vacxin phé cau khudn phong béngj két hop & ngudi. Mdi co quan cap patent cé
hé thong m3 tai liéu cla riéng minh. Chang han, cac cong bé patent clia Co quan Patent chau Au cé ma
tai liéu 13 “B”, trong cac cong bé don sdng ché cé m3 tai liéu 13 “Al, A2, A3”. BGi véi Co quan Sang ché va
Nh3n hiéu hang héa Hoa Ky, cac cong bd ¢ m3 tai liéu 1a “A” dugc cong b6 truwde thang 11/2000 va cac
céng b6 cé ma tai lidu 1 “B1, B2” |a cac cdng bd patent, trong khi cac cdng bd c6 m3 tai liéu “Al1, A2”
dugc cdng bd sau thang 11/2000 la cac cong bé don dang ky sdng ché.

Cac ho sang ché cé céac patent da dugc cip khéng cé nghia la nhat dinh viéc bdo hé d3 cé hiéu lwc hodc
patent d6 van con cé hiéu lyc. Cac patent d3 dwoc cap cd thé khong cé hiéu luc vi mot s6 Iy do, bao gom
thoi han bdo hd da hét, khéng ndp phi, hodc patent khéng qua dugc sy phan d6i hodc quy trinh hdy bd
hiéu lwc.

Hinh sau thé hién hoat ddong dang ky sang ché theo th&i gian va duwa ra cai nhin vé ty |1& cip patent trong
linh vire cac hop phan hoat tinh cla cac vacxin phong bénh cim & ngudi. Do thi nay thé hién s6 luong
ho sdng ché (truc Y) trong mét ndm ndp don dau tién (truc X). Ndm nay (ndm wu tién) dugc chon thay vi
nam cdng bé, vi hoat ddng dang ky sdng ché s& duoc chi bdo rd nhiéu hon do chung it phu thudc hon
vao cdc chinh sich cong bé khac nhau va sy ton dong hd so cla cdc co quan sang ché. Viéc tinh cac ho
sang ché& cho m&i ndm nop don dau tién dwoc chia thanh hai phan tuy theo viéc liéu cac ho sang ché co
it nhat mét patent d3 dwoc cap hodc ¢d duwoc dua vao hay khéng.

D0 thi nay chi ra rang s lvgng don dugc ndp twong ddi 6n dinh cho d&n ndm 2002 (~ 10 don nép mot
nam) va sd lugng don ndp tang manh trong ndm 2004 (dat dén hon 60 don nép trong ndm 2009). Mot
phan tich sdu hon khang dinh rang hoat dong dang ky sang ché manh hon la do dai dich cim gia cam d3
lan réng khap chau A tir ndm 2003, chau Au ndm 2005, va vung Trung Pong, cling nhu chau Phi trong
ndm tiép theo. Mrc d6 rli ro cao cla viéc lan truyén téi ngudi da budc cac nha khoa hoc phai phét trién
céc vacxin nglra cac ching méi cla virdt gy bénh cam.

Viéc mdt phan nhé cic patent trong cidc ho sdng ché méi phan anh tinh trang ton dong don dang ky
sang ché, tirc 13 thoi gian tir khi ndp don dén khi patent dwoc cdp gilta cdc co quan sdng ché cé thé la
khac nhau dén vai ndm (vi du, thoi gian nay |a khoang 4 ndm dé EPO cap patent).

Trong cac ndm 1990, hon 60% cac ho sdng ché cé it nhat mot patent da dugc cdp, tir ndm 2001, ty 1é
nay khong vuot qua 50%. Viéc mot phan nhd céc patent dd dugce cip trong cac ho sang ché mai (tlr ndm
2005) phan &nh tinh trang ton trong don dang ky sang ché, tirc 1a thoi gian tir khi ndp don dén khi
patent dugc cap gitta cdc co quan sang ché cé thé la khac nhau dé&n vai ndm (vi du, thoi gian nay 13

% http://www.wipo.int/standards/en/pdf/08-01-01.pdf

3 http://www.intellogist.com/wiki/Patent Families
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khoang 4 ndm dé EPO cap patent). D4i vdi cac ho sang ché nay, viéc tham dinh cac sang ché déng dang
c6 thé van chua két thic hodc van chua cé yéu cau tham dinh noi dung.

Dai v&i cac don dugc ndp trong cdc ndm truwdc day, can tinh dén chinh séch cong bé quéc gia va su phat
trién cda luat sang ché qudc gia. Vi du, cho dén thang 11/2000, Co quan sédng ché Hoa Ky chi cong b6 cac
patent d3 duogc cap. Vi vay, cadc don dang ky sang ché cla Hoa Ky khéng dugc cip patent thi thyc té 13
s& khéng bao gio dugc cong bé. PE biét vé mirc dd bao phi cla céc co sé dit liéu qudc gia dung trong
nghién ctru nay, hdy xemphan phu luc twong &ng. Ngoai ra, vi don dang ky sang ché duwoc cdng bé sau
18 thang ké tir ngay nop don, nén cac dit liéu sau ndm 2009 van chua day du.
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Hinh 39 — Su tién trién cta sd lwgng cac ho sang ché& d3 cé va chwa cé patent dwoc cap theo nam ndp

don dau tién

T ndm 1991, d3 cé nhiéu don PCT dwoc cap, dat tdi hon 70% cac ho sdng ché.
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Hinh 40 - Sy tién trién cta sd lwgng cac ho sang ché c6 va khdng cé cac don PCT theo ndm ndp don

Bang sau liét ké Co quan nhan don dau tién cla tat cd cac don PCT. Bang nay duoc 1ap bang cach xem
xét s6 don clia mot don PCT ndp cé chi ra Co quan ndp don PCT dau tién (vi du, 2008WOFR00687, don

dAu tién

PCT nay dugc ndp théng qua Co quan Sang ché Phap).

Co quan ndp don dau tién S6 lwgng don PCT
HOA KY 137
CO QUAN SANG CHE CHAU AU (EPO) 39
VAN PHONG QUOC TE (WIPO) 20
LIEN HIEP VUONG QUOC ANH 16
CANADA 11
NHAT BAN 10
uc 6
ISRAEL 6
HAN QUOC 5
PHAN LAN 4
PHAP 4
Ao 2
puUcC 2
DAN MACH 2
KAZAKHSTAN 2
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Bang 29 — Nué'c xuat xir cia don PCT

Don PCT chd yéu duoc ndp vao cac Co quan sdng ché qudc gia hodc khu ve va chi cé mét sé it don
duoc ndp truc tiép cho Van phong qudc té.

4.2.2. Noi ndp don dau tién

Phan tich vé noi ndp don sang ché& dau tién da tao ra bang sau. Cé thé xem ban d6 vé noi cac don sang
ché& nay duoc ndp & trong phan phu luc. Noi ndp don wu tién va su phat trién cta né cé thé dua ra chi
dan vé qudc gia xuat x&t clia ngudi ndp don va dong luc sang tao & cac qudc gia nay. Hoa Ky (d3 ghi nhan
don dang ky sang ché dau tién lién quan dé&n cac hop phan hoat tinh cla vacxin phong bénh cim &
ngudi) va Nga 1a Co quan ¢é nhiéu don dau tién dugc cip khién ban d6 nay chi 13 “cudc chién tranh
lanh” — nhu 13 ban d6 d3 dugc phan tich théng qua nghién clru nay. Lién hiép Vuong quéc Anh, Nhéat
ban va gan day 1a Trung Qudc dang gitr vi tri th& hai.
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DE& hiéu rd hon vé qudc gia xuat x&r va déng luc sang tao & cac nudc nay thi viéc xem xét sd luvgng don
ndp theo noi cu trd cda tac gid sdng ché thich hop hon Ia theo Co quan nép don d3u tién.

DE c6 thé thyc hién cac thdng ké nay, dit liéu lién quan dén qudc gia cla téc gid sang ché (trich ra tir dia
chi clia tac gia sang ché), dwoc chd dan trong co s& dit liéu C6 trongFAMPAT (QuestelTM), d3 dung. Dé
lam duwoc diéu nay, cac ho sang ché clia co s& dit lieu “Cac hop phan hoat tinh cla cac vacxin ngira phé
cau khuan & ngudi” dugc nap vao C6 trongFAMPAT. Diéu nay khdng lam thay déi s6 cac ho sdng ché d3
tim dwoc mac du dinh nghia cdc ho sdng ché Cé trongFAMPAT cé hoi khéc véi cac ho sang ché cla
INPADOC (cac ho sang ché cia CO TRONGFAMPAT duoc xay dung tir cac don sang ché cé cung chinh xac
cac dir liéu vé quyén wu tién, trong khi cdc ho sang ché cdia INPADOC dugc xay dung tir cdc don sang
ché cé chung it nhat mot don sdng ché wu tién). Trong trudng hgp nay, sd cac don sang ché d3 ndp céd
néu tén it nhat mot tac gia dén tir quéc gia cu thé dugc tinh dém.

Can lwu y rang tdng cla hai d6i twong cla bang |a khac nhau vi cac tac gid sang ché duoc néu tén trong
mot don sdng ché cu thé cé thé cé cac qudc gia cu trd khac nhau; mdi qudc gia dwoc tinh mat 1an; vi du,
mot don sang ché cé hai tac gid cu trd & Bi va mot tac gid cu trd & Anh thi mdi nwdce sé duoc tinh mot
lan.

Cling can lwu y rang thay cac sang tao cla cdc tac gid sang ché ngudi Canada thuong cé xu hudng bao
ho dau tién thdng qua Co quan sang ché Hoa Ky va cac sang tao cla ngudi Y, Pan Mach, Bic, Ao va Bi
thudng ¢ xu huéng dugc bao hé dau tién thdng qua Co quan sdng ché Anh hodc Co quan sang ché
chau Au. C6 mét s6 ly do cung ton tai cé thé gidi thich cac khac biét nay:

- Loiich cla viéc sir dung sang ché& Hoa Ky tam thoi trong mot s6 trudng hop cu thé (c khi sy
sang tao khong phai la cha cdc nha sdng ché Hoa Ky).

- Su khdc biét vé vi tri cha cdc can bd cla Co quan sdng ché va nhém nghién ciru. Vi du,, c6 19
don do cac nha sang ché Bi ndp, nhung khéng nép cho Co quan sang ché Bi. Diéu nay giai thich
mot thuc t&€ 13 nhédm nghién clru vacxin GSK 1am viéc tai Bi, nhwng ho ndp don ding ky sdng ché
& Anh |a noi dat cac tru s& chinh. Tuong ty nhu vay, nhdm nghién ciru NOVARTIS/CHIRON lam
viéc & Y nhung ndp don ding ky sang ché & Anh

- Loi ich cla viéc ndp don tryc ti€p bang tiéng Anh lam gidm bét cac chi phi dich thuat trong
tuong lai.
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patent authority

Number of filings according to
inventors' place of reside nce

PCT

WORLD

AMERICA

UMITED STATES

CANADA

MEXICO

8]

L

CUBA

=

EUROPE

EURCPE

GERMAMNY

‘

UNITED KINGDOM

BELGIUM

AUSTRIA

T

FRAMCE

METHERLANDS

ITALY

I =

SWITZERLAND

=

T

SWEDEMN

FINLAMD

DENMARE

SPAIN

BULGARIA

HUNGARY

LATVIA

SLOVAKLA

ROMANILA

IRELAND

S R o e [0 P O S - Y

EURASIA

RUSSIAN FEDERATION

KAZAKHSTAN

i [ (U U (U U PO U IS -

LIKRAINE

AS|A

CHINA

JAPAM

KOREA

INDIA

)
il 5
= L]

SINGAPORE

THAILAMD

TAIWAN

MIDDLE EAST

ISRAEL

AFRICA

SUDAN

SOUTH AFRICA

OCEAMIA

AUSTRALIA

MNEW ZEALAND

e [ [ e o 2 e e |
M|““H|‘h-'_h.h“—I

Total

in
=

Ln
&

Bang 31- So sanh giira noi ndp don va noi xuat xir chia cac tc gid sdng ché
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4.2.3. Quy md ho sang ché trung binh doi véi Co quan nhan don dau tién

Céc dir lieu nay dugc thiét 1ap bang cach xem xét s6 lwgng cac cong bé ctia moi ho dé 1y ra s6 lwgng cac
Co quan noi ma cac don nay da duwoc ndp. Tuy nhién, déi véi patent va don dang ky sang ché cua céc
nudc chau Au dwoc ndp théng qua thl tuc clia Co quan sang ché chau Au thi mét cach tinh khac dwoc
ap dung vi thi tuc clia Co quan sang ché chau Au cé cac dic trung riéng. Theo cac Co quan duoc chi
dinh va dugc chon thi cdc Co quan nay cé thé cap cho hodc khdng cap cho don sang ch€ mdi mot s6
don. Vi dy, Co quan sdng ché Dirc cip s6 (DE123456) sau khi c6 sy m& rong thdng qua thl tuc cla Co
quan sang ché chau Au, trong khi nwéc Phap sé& st dung s6 EP (EP654321). Diéu nay khién s& luvong
patent va don dang ky sang ché cla Dirc md rong s& I&n hon cdia Phap mét cach khdng thda dang khi
xem xét cac ho sang ché théng qua s6 lugng patent va don ding ky sang ché. Do d8, khi mot ho sing
ché& cé moét don sdng ché d3 dugc ndp vao EPO, céc s6 don do cac co quan duwoc chon cho (trong pha
quéc gia) cling khong duwoc ghi nhan. Cac s6 don nay chi duoc tinh néu khdng c¢6 don EP trong ho séng
ché&. Ngoai ra, chi cé mot tai liéu cla mdt Co quan dugc dua vao tinh quy md cla ho sang ché dé tranh
tinh mot patent va don dang ky sang ché hai lan.

Co quan nh3n don dau tién Quy mo trung binh Do léch chuan
A0 (AT) 7.3 2.1
UcC (AU) 1.3 0.6
BULGARIA (BG) 1.0

CANADA (CA) 2.0 1.4
THUY ST (CH) 25.0

TRUNG QUOC (CN) 1.0 0.3
CUBA (CU) 13.0

pUC (DE) 4.8 4.0
DAN MACH (DK) 4.5 0.7
CO QUAN PATENT CHAU AU (EP) 7.0 4.5
TAY BAN NHA (ES) 2.0

PHAN LAN (FI) 3.8 2.4
PHAP (FR) 8.5 5.4
ANH (GB) 7.9 5.6
HUNGARY (HU) 1.0

AIXOLEN(IE) 1.0

ISRAEL (IL) 2.8 3.1
AN DO(IN) 5.0 5.3
Y(IT) 1.0

NHAT BAN (JP) 3.3 4.1
HAN QUOC (KR) 1.5 0.9
KAZAKHSTAN (K2) 2.0

MEXICO (MX) 1.5 0.7
HA LAN (NL) 10.0
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NGA (RU) 1.2 1.3
THUY DIEN (SE) 3.0
DAI LOAN (TW) 2.0
HOA KY (US) 5.4 4.4
VAN PHONG QUOC TE (WO) 5.6 5.7
NAM PHI (ZA) 4.0

Bang 32 — Quy mé ho trung binh va do léch chuin theo co’ quan nhan don d3u tién

C6 thé nhan thay rang cac ho sang ché ctia Nga, Trung Qudc va Han Quéc gan nhu khéng bao gid duoc
mé& rong, trong khi cdc ho sang ché ctia Hoa Ky, Nhat, va Co quan sang ché chau Au dwoc chia ra thanh
hai nhém chinh: mét s8 khéng bao gid dugc mé rong va sd khac cé sb luvgng [an mé rong rat cao (~12),
didu nay khién quy md ho trung binh ¢ tri s6 trung binh nhung cé d6 l1éch chuan cao.

4.2.4. Noi nop don th hai

Viéc phan tich vé noi nép don th hai tao ra biéu d6 sau. Mot ban d6 théng ké cac dit liéu nay co thé
duogc tim thdy & phan phu luc twong (ng. Cac nudc duge chon dé mé rong don dau tién 13 mot chi sé
cua thi trwong va/hodc noi san xuat. Viéc chon cac nudce cling cé thé duwgc dinh hwdng tir cic cong ty 1a
d6i tht canh tranh va cac d6i twong xam pham quyén tiém ning, ngay ca khi van chua cé thij treong trén
cac 1anh thé twong &ng. Trong linh viec Khoa hoc doi séng, viéc chon cling ¢6 thé duwoc dinh huéng bédi
cac nudc thuong thir nghiém 1am sang (Ba Lan, Hungary, Thai Lan, An D6 ...).

Cac dit liéu nay duoc thiét 1ap bang cach xem xét s& lwgng sang ché clia mdi ho ma khong tinh dén s
don do co quan nhan don d3u tién cho (xem phan trudc dé tim phan giai thich cach tinh).

R0
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! sz
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R

1R
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61
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o A 4° o : l “ U* U m HU’* i f L1 li lhf»f;» uj}L ::;,:;J::::uttu}:;;-a1-1-';:_'-;';-
:‘: ‘\&o. g3 ’?\ A D4 2 = ()‘i ‘é(‘: \:,

#

£ 5

Co’ quan nép do'n 1an thir hai
Hinh 41. S8 lvgng don sang ché ndp & cic co’ quan nhan don th hai
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Nhiéu don th hai dwgc nép théng qua thé thirc PCT (nhu thay duwoc & trong phan trudc né chiém
khodng 68% don dang ky sang ché). Canada, Co quan sang ché chau Au (EPO), Uc, Nhat va Trung Quéc
cling 13 cac co quan cé nhiéu don thit hai ndp vao. Can chd y dén sy quan trong ctia nuwéc Uc duoc gidi
thich b&i chinh sach cap s6 patent tu dong clia Co quan sang ché Uc khi don PCT ¢6 chi dinh Uc méc du
khong cé sw mé rong & Uc khi vao giai doan quéc gia.

4.2.5. Phan chia don n6p theo chi sé IPC

Bang sau day thé hién cac chi s8 IPC thich hop phd bién nhat cé trongco s& dit liéu

IPC

N6i dung S6 don/bang SC
Duvgc pham chira khang nguyén hodc khang thé Khang
A61K39-145 nguyén cda vi rut, Orthomyxoviridae, vi du, vi rut gay bénh 385

cim

Chéng nhiém khuan, tic 13 khang sinh, chat khir trung, chat
hda hoc dung dé diéu tri bénh, chat khang virat, d6i véi ARN
A61P31-16 o L . ) o, o j . 233
virat, virat gay bénh cim hodc vi rut miiic cé chira RNA gay

nhiém duwéng ho hap gidng nhu cdm lanh

Peptit cd hon 20 axit amino; Gastrins;
C07K14-11 Somatostatins; Melanotropins; Cac dan xuat ctia chung, tir cac 167
virat, virdt ARN, Orthomyxoviridae, vi dy, virdt gdy bénhcum

Dot bién hodc cdng nghé di truyén; ADN hodc ARN lién quan
C12N15 khac dén céng nghé di truyén, vat truyén, vi dy, plasmit, hodc phan 109
l4p ching, diéu ché hodc lam sach ching

Virat, vi dy, thé thuc khudn; Cac ché pham chira ching; San
xuat hodc lam sach chung (cdc ch& phdm chira virut A61K
C12N7 khac 35/76; cac khang nguyén cua virat dé chira bénh hodc cac ché 104
phdm chra khang thé, vi du, cac vacxin chira virat, A61K
39/00)

Cac ché& pham chira khdng nguyén hodc khang thé, Cac khang
A61K39-12 pshaaly 87
thé cua virat

Duoc chat dung dé chita céc rdi loai mién dich hodc di tng (vi
A61P37 e e x 82
du, cac chat diéu bién mien dich)

Peptit c6 hon 20 axit amino; Gastrins; Somatostatins;
C07K14-005 Melanotropins; Cac dan xuat cta chdng, tir cac virat, virat 78
ARN, Orthomyxoviridae, vi duy, virit gay bénh cim

C12N7-4 Virat, vi dy, thé thuc khuan; Cac ché phdm chira ching; San 78
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xuat hodc lam lam sach ching (cac ch& phadm chira virit A61K
35/76; san xuat cac khang nguyén cla virat hodc cdc ché
pham chira khang thé, vi du, vacxin chira virat, A61K 39/00)
Lam b4t hoat hodc lam gidm ddc lyc; San xudt cac ciu truc
dudi phan tl virat

A61K39-39

Cac ché pham chira cac khang nguyén hodc khang thé dic
trung bdi cac chat phu gia kich thich mién dich, vi dy, t4 dugc
hoda hoc

77

C12N7-01

Virat, vi du, thé thuc khuan; Cac ché pham chira ching; San
xuadt hodc lam sach ching (cdc ché phdm chira virit A61K
35/76; sdn xudt cac khang nguyén cla virdt hodc cdc ché
pham chtra khang thé, vi du, vacxin cda virdt, A61K 39/00).
Virat, vi dy, thé thuc khuan duogc cai bién bang cach dua vat
liéu gen la vao (vat truyén C12N 15/00)

66

A61K38

Cac ché& pham chira peptide

61

C12N15-44

Sy dot bién hodc cdng nghé di truyén; ADN hodc ARN lién
quan dén cdng nghé di truyén, vat truyén, vi du, plasmit, hoac
céch ly ching, san xuat hodc lam sach ching, céng nghé ADN
tai t6 hop, cdc manh ADN hodc ARN; Céac bién thé cla ching
(ADN hodc ARN khéng st dung trong cong nghé tai t6 hop
C07H21/00), Cac gen ghi m3 protein cla virdt, vi du, déc to
duwong rudt, Cac gen ghi ma protein cla virdat, Cac protein tir
ARN virat, vi dy, flavivirut, Orthomyxoviridae, vi dy, virut gay
bénh cim

60

CO7H21

Cac hop chat chira hai hodc nhiéu don vi mononucleotit ¢é
cdc nhom phosphat hodc polyphosphat riéng biét lién két
bang gdc sacarit cla cdc nhém nucleosit, vi du, axit nucleic

54

A61KA8

Céc ché& pham chira cac vat liéu di truyén ma duwoc dua vao té
bao cla co thé séng dé chita cac bénh di truyén; Liéu phap
gen

51

A61K39-295

Cac ché& phdm chira khédng nguyén hodc khang thé, khing
nguyén cua virdt, khang nguyén cla virat da trj (virat gay
bénh ddu mua A61K39/285); H6n hop clia khdng nguyén cla
virat va vi khuén

39

C12N 5-10

Cac té& bao cla ngudi, ddng vat hodc thuc vat khéng biét héa,
vi dy, cidc dong té bao; Cac md; Nudi cdy hodc bao quan
ching; Mbi trudrng nudi cdy ching (tai san xuat céc giéng cay
bang cdng nghé nudi cdy md AO1H 4/00), Cac té bao dugc cai
bién bang cach dua cac vat liéu gen la vao, vi du, cac t& bao
bién dang virat

34

C12Q1-70

Cac quy trinh do hodc th&r nghiém can cé enzym hoac vi sinh

31
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vat (thiét bj do hodc thi&r nghiém cé phuong tién do hodc nhay
diéu kién, vi dy, mdy dém khuan lac, C12M1/34); Céc thanh
phan dung cho viéc nay; Cac quy trinh chudn bij cac thanh
phan can cé virat hodc thé thuc khuin

A61K39 khac

Cidc ché pham chra khang nguyén hodc khing thé (trir
A61K39-145, A61K39-12, A61K39-39, A61K39-195, A61K39-
395)

31

A61K35-76

Céc ché phadm chra cac vat liéu hodc céc san pham phan &ng
cla chiing ¢ cau truc chua xac dinh, Cac vat liéu tir vi sinh
vat, virat

27

CO07K16-10

Globulin mién dich, vi duy, khang thé don dong hoic da dong,
vat liéu tlr virat, tr virdt ARN

27

CO7K19

Cac peptit lai (cac globulin mién dich lai chi bao gdbm céc
globulin mién dich C07K16/46)

24

GO1N33-569

Nghién cru hodc phan tich vat liéu bang cac phuwong phap dic
biét, Vat liéu sinh hoc, vi du, mau, nwdc tiu, Phan tich hda
hoc cac vat liéu sinh hoc, vi du, mau, nudc tiéu; Thir nghiém
lién quan dén cac phuong phdp sinh hoc dac hiéu; Thir
nghiém mién dich, thi nghiém mién dich; thir nghiém lién két
déc hiéu sinh hoc; Cac vat liéu dung cho viéc nay, déi véi vi
sinh vat, vi du, déng vat nguyén sinh, vi khuan, virat

23

A61K39-395

Cac ch& pham chira céc khang nguyén hodc khang thé, Cac
khang nguyén (aglutinin A61K38/36); Céc globulin mién dich;
Cac huyét thanh mién dich, vi du, huyét thanh khang t€ bao
bach huyét

21

Bang 33 — SO lwvong cac ho sédng ché dwoc phan loai trong pham vi cac chi s6 IPC ¢6 lién quan
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Hinh 42 — S8 lwgng cac ho sang ché dwo'c phan bé trong pham vi céc chi sd IPC ¢6 lién quan theo nam

B P R R R ORI

ndp don dau tién

Viéc phan tich sy phat trién cla céc chi s IPC khéng néu ra dugc mot xu hudng rd rang nao ca.

4.2.6. Phan tich vé ngudi ndp don

Cé hai loai ngudi ndp don cé thé phan biét: co quan nghién clru va san xuat cdng nghiép. Su tién trién
cla viéc nép don dau tién tir cac co quan nghién clru so v&i khéi sdn xuat céng nghiép (xem hinh sau) chi
ra viéc ndp don nhiéu cda khéi nghién ctru va sé lwong don dang ting |én cta khdi sdn xuat cong nghiép.
T ndm 2003, cb thé ghi nhan sy ndi 1én cda viéc cing ndp don cla ngudi ndp don tir cdc co quan

nghién cru va ngudi ndp don tir khoi san xuat cong nghiép.
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Hinh 43 — S6 lwgng don dau tién cha cac co’ quan nghién ciru/khdi san xuat cong nghiép/ca nhan
theo ndm ndp don dau tién

Bi€u d6 sau thé hién céc ngudi ndp don chinh dugc phan loai theo quy mé danh muc sdng ché.

Viéc cling ndp dondugc tinh cho mdi ngudi nop don. Chang han, mdt don dang ky sang ché duogc chinh
phl Hoa Ky va GSK cung nép don s& dugc tinh mdt [an cho chinh phd Hoa Ky va mét [an cho GSK.
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Hinh 44 — Danh muc cac ngu i ndp don chinh (24 patent hodc do'n dang ky sang ché)
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Céc Vién nghién ctru khoa hoc clia Nga cé s6 lvong don ndp nhiéu hon s6 lwong don ndp clia cic phong
thi nghiém thudc chinh phd Hoa Ky va trudng dai hoc téng hop Wisconsin. Céc cdng ty GSK, Novartis,

Astrazeneca, Pfizer, Sanofi-Aventis va cho dén nhé hon 1a Merck&Co gitt mét vi tri quan trong.

Lwu y rang cac chi nhanh/cong ty con dwoc tap hop dwdi cac cong ty me. Viéc phan nhém nay dwoc
thuc hién théng qua co s& dit liéu ndi bo clia cac cong ty me va céc chi nhanh dwoc phat trién bang co
s& dit lieu thong tin thwong mai thdng minh Elsevier', website clia cac cdng ty, cac bao cado thudng

nién, cac tap chi va cac website kinh doanh ...

NGUO1 NOP DON
(QUOC TICH)

NGU'O1 PUQC CHUYEN NHUONG
(QUOC TICH KHAC V&I NGU'O1 NOP DON)

RUSSIAN SCI RES
INSTITUTIONS (RU)

SCIENTIFIC RESEARCH INSTITUTIONS (NII); GU NIl EHKSPERIMENTAL NOJ
MEDI; LE NIIEX MEDITSINY; NIl GRIPPA RAMN; SANKT PETERBURGSKIJ NI
VAKTSI; UCHREZHDENIE ROSSIISKOJ AKADEMII MED NAUK NII; FEDERAL
NOE

GUP NPOB MED IMMUN; INST VIRUSOLOGII IM D | IVANOV; NAUCHNO
ISSLEDOVATEL SKIJ INST EHKSPERIMENTAL

NOVARTIS (CH)

CHIRON; NOVARTIS; NOVARTIS VACCINES AND DIAGNOSTIC; SANDOZ

BEECHAM GROUP; GLAXO WELLCOME; GLAXOSMITHKLINE BIOLOGICALS;
ID

GSK (GB)
BIOMEDICAL;  INTELLIVAX  INT;  RECHERCHE ET  INDUSTRIE
THERAPEUTIQUES (RIT); SMITHKLINE BEECHAM
NIH; US DEPARTMENT OF AGRICULTURE; US ARMY; US DEPARTMENT OF
US GOVERNMENT (US)
VETERANS AFFAIRS; US DEPARTMENT OF HEALTH AND HUMAN SERVICES;
US DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
ASTRAZENECA (GB) AVIRON; MEDIMMUNE; MEDIMMUNE VACCINES (US)
AMERICAN CYANAMID; POWDERJECT VACCINES; POWDERMED;
PFIZER (US)

AMERICAN HOME PRODUCTS; GD SEARLE & CO; WYETH

UNIV WISCONSIN (US)

WISCONSIN ALUMNI RESEARCH FOUNDATION

SANOFI AVENTIS (FR)

ACAMBIS INC; AVENTIS PASTEUR; CONNAUGHT LAB; PASTEUR MERIEUX;
PASTEUR MERIEUX SERUMS VACC; SANOFI PASTEUR; SANOFI PASTEUR
BIOLOGICS CO

ST JUDE CHILDREN S HOSP
(US)

ST JUDE CHILDREN'S RESEARCH HOSPITAL

SINAI SCHOOL
MEDICINE (US)

MOUNT SINAI SCHOOL OF MEDICINE

MERCK & CO (US)

INSTITUTO DI RICERCHE DI BIOLOGIA MOLECOLARE P ANGELETTI; BANYU
PHARMACEUTICAL. MERCK AND CO; SCHERING PLOUGH

'8 http://www.elsevierbi.com/companies
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YISSUM (IL)

YISSUM RESEARCH DEVELOPMENT COMPANY (HEBREW UNIVERSITY OF
JERUSALEM)

AVIR GREEN HILLS
BIOTECHNOLOGY
TRADE AG (AT)

AVIR GREEN HILLS BIOTECHNOLOGY RES DEV TRADE AG

BAXTER (US)

BAXTER AG; BAXTER HEALTHCARE SA; BAXTER INT; BAXTER VACCINE AG;
IMMUNO AG

WELLCOME FOUND (GB)

WELLCOME FOUNDATION LTD

KAKETSUKEN (JP)

CHEMO SERO THERAPEUT RES INST

UNIV OSAKA (JP)

RESEARCH FOUNDATION FOR MICROBIAL DISEASES OF OSAKA
UNIVERSITY

UNIV MASSACHUSETTS

UNIVERSITY OF MASSACHUSETTS MEDICAL CENTER

SYSTEM (US)
NOVAVAX INC (US) NOVAVAX INC
YEDA RND (IL) YEDA RESEARCH AND DEVELOPMENT CO LTD

UNIV PENNSYLVANIA (US)

UNIV PENNSYLVANIA

MEDICAGO INC (US)

MEDICAGO INC

PROTEIN SCIENCES

PROTEIN SCIENCES CORP

CORP (US)
DAIICHI SANKYO (JP) DAIICHI SEIYAKU CO LTD; DAIICHI PHARMACEUTICAL CO LTD
CAAS (CN) HARBIN VETERINARY RES INST

Bang 34 — Nguwi ndp don va cac cong ty con
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DGi v&i mdi ngudi nop don, bidu dd sau thé hién mot cach chi tiét cac co quan dugce wu tién nhan don
[an dau tién va tha hai
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Hinh 46 - Cac co quan duoc wu tién nhan don thi hai cGa cac ngudi nép don chinh
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Hinh v& trén thé hién rang cac Vién nghién clru Nga, Vién Han |dm Trung Quéc vé khoa hoc néng nghiép
(CAAS) va khoa hoc Protein khdng mé réng céc sang ché cda ho.

Bi€u d6 sau chi ti€t hoa su tién trién cla co quan nhan don dau tién theo ngudi nép don. Nam tuong
rng v&i ndm dau wu tién cha ho sang ché. Biéu d6 nay cho phép xac dinh ngudi ndp don tién phong
hodc céc ngudi ndp don méi ndi lén trong linh vue nay.

MEDICAGO INC @
[UNY OSaKA] ¢ @ @
[CAAS (CHY] 4+ 4 44
[NOVAYAX INC]H + + @
[PROTEIN SCIENCES CORP] ¢ ¢ 4
[Nl WISCONSIN s 4 @
AVIR GREEM HLLS
BIOTECHNOLOGY TRADE 4 . @ -
AG
[ASTRAZENECA] ¢ T Y
[BAXTER]H ¢ ¢ T
[SANOF! AVENTIS] + @ ¢ ¢ @@ v
[Ny MASSACHUSETTS |
SYSTEM] T T T T
[vISSUM] 4 v oo oo .
[DAICH! SaHKY0] v v o -
[HAKETSUKEN (JP)] s + T $
[ST JUDE CHILDREN S | @
HOSP] T T T T T7
["EDA RND] ‘ + ¢ 4
[MOWARTIS] ¢ ¢ @ ¢ ¢ @ + P @@
[US GOVERMMENT] - . . o - +—+ 9@
[SINAI SCHOOL MEDICINE] . . ¢ @
RUSSIAN INSTITUTES (RU) - @+ @O+ @ e - we &iﬁ) @eo@we & + @ 9 @O
[PFIZER] ‘ ‘ s @ @ 4 $
[G5K] . . 4 e o e s s + oo @ e P -
[MERCH & CO] . s . ¢ ¢ $
[WELLCOME FOUMD] A + @ . $
[UNIY PENNSYLVANIA] ¢ T
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Hinh 47 — Sy tién trién cta cac ngudi ndp don chinh (theo ndm ndp don dau tién)

Trudng dai hoc Pennsylvania 13 ngudi ndp don ding ky sang ché dau tién vé vacxin phong bénh cim &
ngudi duong nhu d3 tir bd Iinh vire nay trong mot thoi gian dai trude khi ndp don trd lai vao nam 2006.
Trong sd cac ngudi ndp don tich cuc nhat, cac Vién nghién ciru khoa hoc Nga cé hoat ddng manh mé va
lién tuc tlr ndm 1979 va trong toan bé ca giai doan. Cong ty GSK vdi s6 lugng don dang ky sang ché mé
réng it hon, cling cé hoat dong lién tuc tir gitta cdc ndm 1960. Mot s6 ngudi ndp don khac, nhu céc
phong thi nghiém cha chinh phd Hoa Ky, Novartis, truong dai hoc y Sinai hodc AstraZeneca, d3 ndp mét
s6 don sang ché trudc ndm 2000, nhung chi gdn day s6 lugng don dang ky sdang ché mdi tang |én.
Nguoc lai, mdt s6 ngudi ndp don, nhu Daiichi Sankyo cé thé d3 ngirng viéc nghién cru vé vacxin cim &
ngudi vi khéng cé don sang ché nao dugc ndp ké tir nam 1993.

Bang sau chi tiét héa quy md ho trung binh theo ngudi ndp don. Can lwu y rang, vi cach danh sd déc biét
clia don dang ky sang ché trong giai doan qudc gia theo thi tuc clia Co quan sang ché& chau Au (xem muc
4.2.3 dé biét giai thich chi tiét), khi mot ho sang ché cé mét don dwoc ndp vao EPO, céac s6 don duoc
cho béi cac co quan dugce chon (trong céc giai doan quéc gia) khdng dwoc ghi lai. Cac sé nay dugec tinh
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néu khéng cé don EP nao la sdng ché déng dang cta ho. Hon nira, chi cé moét tai liéu dugce tinh cho mét
co quan khi tinh quy mé ho sang ché& dé tranh tinh mét don sang ché va patent da dugc cdp hai lan.

momnow@y | % [ 02
INSTITUTIONS (RU)

= Y SR R TR
25
Asmazneca | se | 50 |
prem | ee | 60 |
SanoriAveNts | 73 | 33 |
snascrooLmepione | so | a8 |
MeRckBco | es [ 61 |
I R - SR R Y S
BIOTECHNOLOGY TRADE AG

oo | so [ a1 |
WelcoMEFOND | e | 71 |
(ersoengn | se | a3 |
onvosaa | as | 26

Bang 35 — Quy mé ho trung binh theo ngui nép don

Céc di¥ lieu nay chi ra rang cac Trung tdm nghién clru khoa hoc Nga gan nhu khéng bao gi mé rong
patent sang ché& cla ho. Trung binh, quy md ho trung binh clia mbi ngudi ndp don |a kha Ién nhung véi
dd léch chuin cao khdng cé su khac biét rd rang gitta ngudi ndp don tir khéi san xuat cdng nghiép hodc
cac vién nghién ctru.

4.2.7. Phén tich cac tac gid sang ché

Bang sau liét ké cac tac gid sang ché khac nhau vdi sy lién hé cta ho vdi cac ngudi ndp don

ures(Ry) ] a4 |
Aleksandrova Galina RUSSIAN INSTITUTES (RU)
RUSSIAN INSTITUTES (RU) I

Rudenko Larisa [BIODIEM]

RUSSIAN INSTITUTES (RU)
US GOVERNMENT

Klimov Aleksandr 29 CENTERS FOR DISEASE CONTROL AND 1
PREVENTION (US)
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Inventor Number of filings Number of filings

: : RUSSIAN INSTITUTES (RU
Kiseleva Irina 20 (RY)

: RUSSIAN INSTITUTES (RU
Polezhaev Fial 14 (RU)

NIV WISCONSIN

L ST JUDE CHILDREN S HOSP
US GOVERNMENT

FLUGEN INC

AVIR GREEN HILLS BIOTECHNOLOGY 5
TRADE AG

RUSSIAN INSTITUTES (RU) [ 4]

Egorov Andrej POLIMUN SCIENT 3
IMMUNBIOLOGISCH

—

AVIR GREEN HILLS BIOTECHNOLOGY
Palese Peter TRADE AG

SIS INNOVATION _

Garmashova RUSSIAN INSTITUTES (RU) “
Lyaia [ R

NS RUSSIAN INSTITUTES (RU) [ 6 |
RUSSIAN INSTITUTES (RU) [ 6 |

POLIMUN SCIENT
: IMMUNBIOLOGISCH
Romanova Yuliya
UNIV WIEN

AVIR GREEN HILLS BIOTECHNOLOGY 1
TRADE AG

: NOVAVAX INC 4 ]
Smith Gale

PROTEIN SCIENCES CORP [ a4 ]

SINAI SCHOOL MEDICINE [ 6 |

S AVIR GREEN HILLS BIOTECHNOLOGY
Garcia Sastre 1

ISIS INNOVATION 1

Gendon Yuri - RUSSIAN INSTITUTES (RU) _

Bogoch Elenore _--
BogochSamuel | 6  Iwa 1 6

S - RUSSIAN INSTITUTES (RU [ 4]
Budilovskij Gennadij (RU)
- RUSSIAN INSTITUTES (RU)
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Inventor Number of filings Number of filings

-
SAECHSISCHES SERUMWERK

ASTRAZENECA 6 |
Kemble George

US GOVERNMENT

RUSSIAN INSTITUTES (RU [ 4]
{ )

N/
Lonskaya Natalya

RUSSIAN INSTITUTES (RU)
AVIR GREEN HILLS BIOTECHNOLOGY

>

—
=
>
[}
m
=
@

Muster Thomas
SINAI SCHOOL MEDICINE

UNIV WIEN

ST JUDE CHILDREN 5 HOSP
UNIV MASSACHUSETTS SYSTEM
UNIV NAT AUSTRALIA
AGRACETUS

PFIZER

RUSSIAN INSTITUTES (RU)
BAXTER

RUSSIAN INSTITUTES (RU)
ASTRAZENECA

US GOVERNMENT
BAXTER

BIOTRION CO LTD

HANIL SYNTHETICS INC
PROTHEON CO LTD

CHEIL JEDANG CORP
RUSSIAN INSTITUTES (RU)

UsovernwEent |4 ]
stRazenecs | 5
STiueCrioRENsosr |5
AT R T
Nssan |5
L Uscovernment | 5

SUMIKA CHEMICATS Covpany |1

RAKETSOREN D) |1

[NATIONALHEALTH RES ST (W) | 1|
Ohoganberec | 5 vowas | 5
Amontth |4 Tveoamwo [
BorsanyiAme |4 wa | 4]
Cowturemanon |4 [weoicacome | & |

Desheva Julia 4 (RU)

AMMS (CN) 3
Deyan Luo 4

INST OF MICROBIOLOGYANDEPIDE | 1 |
DoroshenkoElena | 4 |RUSSIAN INSTITUTES (RU) [ a4

Webster Robert

Bardina Elena
Barrett Noel
Gavrilov Aleksandr

Kistner Otfried 5

5
5
5
5

Lee Kwang hee

Lisovskaya Klara

Murphy Brian

=l el Dl N SR 2SR R

%)
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Number of filings
vskij Vladimir

Assignee

RUSSIAN INSTITUTES (RU)
ECHNOVAX INC
FIZER

Number of filings

Galarza Jose

Neumann Gabriele
Penghui Yang

Seong Baik lin

RUSSIAN INSTITUTES (RU)
PROTEIN SCIENCES CORP
RUSSIAN INSTITUTES (RU)
US GOVERNMENT
RUSSIAN INSTITUTES (RU)
UNIV WISCONSIN
FLUGEN INC

) w a 9 > a wl|d
m
m rad — <
> = V2 7
= mls|m =
m = g 2
= al2lz i
) > (6]

(@)

Q

o)

&)

NST OF MICROBIOLOGY AND EPIDE
PROTHEON CO LTD
BIOTRION CO LTD

US GOVERNMENT
Subbarao Kanta
T JUDE CHILDREN S HOSP
POSTECH FOUNDATION
Sung Young chul
LG GROUP

UNIV POHANG (POSTECH)
RUSSIAN INSTITUTES (RU)
MEDICAGO INC

PROTEIN SCIENCES CORP
PROTEIN SCIENCES CORP
UNIV PENNSYLVANIA
VGX PHARMACEUTICALS

Wilkinson Bethanie | 4 | PROTEIN SCIENCES CORP

AVIR GREEN HILLS BIOTECHNOLOGY
Wolschek Markus TRADE AG

UNIV WIEN T
Xiliang Wang

Vasileva Rozaliya
Vezina Louis
Volvovitz Franklin
Voznesensky Andrei

Weiner David

=
~
>

[NSH I =4

AMMS (CN) 3
INST OF MICROBIOLOGYANDEPIDE | 1 |

w

[RY

Yan sian
ErETE . —-—
Seedhivog |4 [Uscovemwenr | 4
Soshiniro kawaoka | ¢ ____[onwwisconsn | &

Hinh 48 — Danh muc céc tac gia sdng ché chinh (24 patent hodc don ding ky sang ché)
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4.2.8. Tap trung phan tich theo khu vuyec: Brazil, An Do, Trung Québc

R4t it ho sang ché cé ngudn gdc tir Brazil, An D hodc Trung Quéc 13 co quan nhan don d3u tién. Khdng
c6 ho sang ché nao xuit phat tir Brazil 13 co quan nhan don d3u tién, chi c6 ba ho v&i An D6 va bén
muai tw ho véi Trung Qudc. Bang sau lidt ké tit ca cac ho sang ché c6 ngudn gdc tir Trung Quéc va An
D6 (khéng co6 ho nao tir Brazil).

A type of HIN1 influenza DNA
CN201010137416 vaccine preparation and its
use
- Yew polysaccharide adjuvant
CN201110046186 CN102160893 and influenza vaccine
containing the adjuvant
- Gene encoding hemagglutinin
CN200410009866 CN1326998 protein of H5 avian influenza | CAAS (CN)
virus and its application
- Influenza A virus Vero cell
CN200910094223 CN101560503 adapted strain and
application thereof
vaccine and its application

Application of attenuated live

CN200810050378 | CN101224301 | YACCIN€ VIrus in preparing
AIDS and flu treatment
medicine

Development of H5N1
subtype avian influenza cold-

CN200910005076 CN101780275 adaption attenuated live CAAS (CN)
vaccines and application
thereof

vaccine

Novel HIN1 influenza NA
CN201010116631 protein B cell epitope and its

application

Fusion protein and its
CN201010300602 encoding gene and

application

: : . SHENZHEN
CN200810067900 CN101502649 Liposome influenza vaccine POLYTECHNIC

One kind uses in flu virus Asia
CN201010233022 CN101899101 unit vaccine research the
synthesis multi-peptides

High-vyield recombinant
CN20031021807 CN100482788 influenza B virus strain and its | CHINA CDC
application
Influenza virus lysis vaccine SHANGHAI INST OF
CHACOHIO05A05 SHLLEE and its prepn process BIOLOG PRODUC
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Replacement method of
; : r ZHEJIANG ACADEMY
CN201010140628 CN101857872 influenza A Virus antigenic OF MEDICAL SCIENCES

determinant

CN200810029130 |  CN101302499 | Preparation of influenzavirus | g oy na)
vaccine seed strain

Epiposition vaccine of gene
engineering for influenza
virus and its preparing
method

Method for rescuing
CN200810225584 |  cN101397572 | Mfluenzavirusand
bidirectional transcription
vector special therefor
Nasal-spraying immune
CN200810247021 |  cN101450208 | INfluenza multivalent vaccine I 0 o
and preparation method
thereof
Influenza vaccine sucked or
CN200410021296 CN1270771 sprayed through nasal cavity TIANCHENG BIGLC
: PHARM MFG CO
preparation method

Preparation of nose-spraying
flu immunization pentavalent | INST OF
CN200910217549 CN101732711 or multivalent inactivated MICROBIOLOGY AND
vaccine and application EPIDE
thereof
Curtail hemagglutinin vaccine
CN200410061206 for preventing influenza virus
and its preparing method
Influenza virus vaccine using
CN201010103495 |  CN101843501 | Manometer emulsion as
adjuvant and method for
preparing same
High yielded strain of
CN200310100029 |  CN16aaege | mammaliainfluenza virusits | o a ope
recommbined strains and
preparation and use thereof
Artificial recombined
CN200310107733 CN1261564 influenza virus and its CAAS (CN)
application

SARS influenza bivalent
: . . KEXING BIOLOG
CN200410092666 CN1775287 comblr?ed vaccine and its PRODUCTS CO LTD
preparing process

One kind of code armor flu
CN201010171774 CN101899461 virus NP protein and M2e
multi-peptide fusion gene

A VACCINE FOR INFLUENZA
CN20001021293 W00226252 VIRUS AND ITS PREPARATION UNIV TSINGHUA

CN20021000031 CN1431020 UNIV TSINGHUA
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Grippe primary generation
susliks kidney cell multivalent | BEIKE
eSO R Nl Lo raccine and its preparation BIOTECHNOLOGY
method
- Influenza virus cracking TN
CN200710045654 CN101161285 . RONGSHENG BIO TECH
vaccine co

Broad spectrum type
. . BEUING JINGYI
CN201010205088 CN101879312 influenza vaccine and TAIXIANG DEV €O LTD

preparation method thereof

Bobtail bacterin of
CN200410061317 |  CN1660421 Reureminidase for preventing | o, c vy jpn)
influenza virus and preparing
method
Protective polypeptide of
CN200510051548 | cN1gaze3s | NumaninfluenzaAvirusits o s cpe
use vaccine and diagnostic
tool
Development and application | HENAN
CN200610017404 CN101015690 of wide spectrum influenza BIOTECHNOLOGY RES
vaccine CT

Obtain samples of influenza

CN201110074214 CN102180927 virus-specific nucleic acid
primers methods and their
Human influenza-poultry
influenza combined vaccine ZHEJIANG ACADEMY
and preparation method OF MEDICAL SCIENCES
thereof

Transdermal immune

CN200810247022 |  CN101450209 | Influenza multivalent vaccine | )0 oy
and preparation method
thereof

Influenza-pandemic influenza

bivalent combined vaccine CHENGDU KANGHUA
and preparation method BIOLOG PRODUCT
thereof

Recombinant baculovirus

CN200910063217 |  CN101624580 | EXPressing manually modified |\ 1y a7nonG
and synthesized influenza A
HIN1 virus HA-NA-M1 gene

Establishment of method for

preparing recombinant WUHAN CUSABIO
protein vaccine of type A ENGINEERING CO L
H1IN1 influenza virus

CN200810163763 CN101450207

CN200910103514 CN101524538

CN200910272549 CN101716340

Influenza all-virus attenuated

live vaccine recombinant HEBEI XINZHANG
construction method and use | PHARMACEUTICAL
thereof

CN200810004757 CN101497877
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CN200610007909 CN1810961 Recambinantinfiencavisus |y econ
and its prepn and application

Recombinant replication-
CN200810239333 |  cN101745107 | defective adenoviral vector | ¢ (o)
H5N1 subtype influenza
genetic engineering vaccine
Preparation of horse family
animal anti human poultry INST OF MILITARY
EHZEERIE0L0I0 chilfoigs e grippe immune globulin and VETERINARY
its medicinal preparation
PROCESS FOR THE
PREPARATION OF VIRAL
IN19670113235 IN113235 SUSPENSIONS AND OF RHODIA
VACCINES FOR COMBATING
INFLUENZA

UNIVERSAL INFLUENZA

VACCINE BASED ON
IN2009DE01015 W010134094 RECOMBINANT MODIFIED PANACEA BIOTEC LTD

VACCINIA ANKARA VIRUS (

MVA )

Pharmaceutical composition
IN2006DE00369 W007091165 useful for the treatment of

peptic ulcer diseases

DOW CHEMICAL CSIR
(IN)

Bang 36 — Danh muc céc ho sang ché xuat phat tir Trung Quéc va An Do
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Phu luc 1: Thuat nglr

Ho sang ché: tit ca cdc tai liéu cé chung it nhat mdt don dau tién thudc vé cung mot ho sdng ché
INPADOC va cung chinh xdc mot don dau tién thudc vé cung mét ho sang ché cé trong FAMPAT,
INPADOC la mot tén viét tat cla Trung tam Tu liéu Sdng ché Qudc t&. INPADOC I3 tap hop tu liéu sang
ché& do WIPO sang lap, nhung do Co quan Sang ché chau Au tao ra va duy tri. FAMPAT 13 co s& dit liéu
sang ché& do Questel xay dung.

Cong bé don ding ky sang ché: cac don dang ky sdng ché thdng thudng duwoc cong bd sau 18 thang ké
tlr ngay wu tién sdém nhat cha don. Trudce khi cong bd, don sdng ché 1a bi mat. Sau khi cong bd, tuy thudc
vao luat cia mdi nwdc, mot s6 phan clia don nay cé thé van dugc gitr bi mat, nhuwng cé diém chung la
tat ca cac trao d6i gitra Ngudi ndp don (hodc dai dién clia ho) va Co quan sang ché déu dugc cong khai.

Co quan nh3n don dau tién (OFF): 13 nwdc ma don sdng ché dau tién (don dau tién sdm nhat) duoc
nop.

Co quan nhan don th hai (OSF): 13 cdc co quan ma cac sang ché dong dang tiép theo clla mot sdng ché
duoc nbp.

Pon tiép tuc: don tiép tuc 1a mot don ding ky sang ché duwoc ndp bdi mot ngudi ndp don mong mubn
theo dudi cac yéu cau bao hd b sung déi véi mot sang ché da duoc bdc 16 trong mot don sang ché d3
dugc ndp trude dé cha ngwdi ndp don nay, don nay ma chua duoc cap patent hodc hdy bé. Pon tiép
tuc yéu cau hudng quyén wu tién dua trén ngay ndp don cla don sdng ché dau tién.

Pon tiép tuc mdt phan: don ti€p tuc mot phan 1a mot don séng ché I3p lai phan ban chat cia mot sang
ché& da duoc boc 16 trong mot don sang ché da dugc ndp trude dé va bé sung d6i twong chua dugc bdc
16 trong sang ché d4u tién ndy. Don ti€p tuc mdt phan yéu cdu hudng quyén wu tién dya trén ngay ndp
don cha don sang ché& dau tién.

Pon tach: Don sang ché tach 13 mét don sang ché chira ndi dung tir mét don séng ché da dwoc ndp sém
hon, nhung né yéu cau bdo hé mét sdng ché khac biét hodc mét sang ché doc 1ap dugce tach ra tir don
sang ché dau tién. Thong thudng, cac don sang ché tach dung trong cac trudng hop khi don sang ché
dau tién thiéu tinh thdng nhat (tc la, don sdng ché dau tién md ta nhiéu hon mét sang ché) va ngudi
ndp don dwoc yéu cau tadch don sdng ché dau tién ra thanh mdt hodc nhiéu hon cac don tach, mdi don
nay chi yéu cau bao hd mdt sang ché. Bon sang ché tach van gilt nguyén ngay nép don cla don sang ché
dAu tién va ndéi chung van yéu cau cing mot ngay wu tién.

Cap patent: quy trinh cap patent giita cac nudc 1a khac nhau phu thudc vao luat ciia moi qudc gia va cac
thda wdc qudc té. Tuy nhién, mét don dang ky sdng ché thudrng cé mot hodc nhidu yéu cau bdo hé xac
dinh sdng ché&, ma phai mdi, c6 trinh dd sdng tao va kha ning dp dung céng nghiép.

PCT (WO): Hiép uwdc Hop tac vé sang ché qudc té (PCT) Ia mot Hiép wdc vé sang ché qudc té dugc ky két
nam 1970. T4t ca cac nwdc |a thanh vién cda Cong wdc Pari vé S& hiru cdng nghiép (1893) déu cé thé trd
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thanh thanh vién cla PCT. Hiép wéc nay tao ra mdt thd tuc thdng nhat dé ndp don dang ky sang ché &
mdi nwdc thanh vién cla Hiép wéc. Don ding ky sang ché dugc ndp theo Hiép wéc PCT dwoc goi la don
sang ché qudc té, don PCT.

Sang ché chau Au (EP): Cong wéc vé viéc Cap patent chau Au duoc ky ngay 05/10/1973, dwoc goi chung
la Cong wdc sang ché chau Au (EPC) va déi khi con dugc goi la Cong wéc Munich, day la Hiép wéc nhiéu
bén xay dung Co quan sang ché chau Au (EPO) va tao ra hé théng phép ly ty tri ma theo dé cac patent
chau Au duoc cap. Thuat ngit patent chau Au dung dé goi cac patent dugc cap theo Cong wéc Sang ché
chau Au. Tuy nhién, sau khi dwoc cap patent , mot patent chadu Au khdng phai la mot déc quyén nhat
thé, ma |a modt nhdm céc patent hoan toan déc 1ap cé hiéu lyc & tirng qudc gia.

Patent A Au: T8 chirc Sang ché A Au (EAPO) duoc thanh 1ap bai Cong wée Sang ché A Au (EAPC) duoc ky
két va phé chudn bédi chin nwéc (Armenia, Azerbaijan, Belarus, Kazakhstan, Kyrgyzstan, Moldova,
Russian Federation, Tajikistan, Turkmenistan) nam 1994 va cé hiéu luc tlr nam 1995. Cong wdc nay cho
phép ndp mot don ding ky sang ché bang tiéng Nga véi sy tw dong chi dinh tat ca cac nudc thanh vién.
Sau khi dwoc cap patent A Au, ngudi ndp don sé chi dinh & cac nwdc nao minh mudn duy tri hiéu lyc clia
patent nay.

ARIPO (AP): ARIPO I3 T& chirc S& hitu cdng nghiép Khu vire chau Phi cho khu viee chau Phi ndi tiéng Anh.
Thda wdc gitta cac nwdc thanh vién (Botswana, Gambia, Ghana, Kenya, Lesotho, Liberia (tlr 24 thang 3
nam 2010), Malawi, Mozambique, Namibia, Sierra Leone, Sudan, Swaziland, Tanzania, Uganda, Zambia,
and Zimbabwe) duoc ky két ngay 09/12/1976. Viéc bdo hd cé thé dat duwoc bang cach chon trén co sé&
riéng biét & nudc bat ky trong s8 cac nudc nay hodc théng qua don dang ky sdng ché qudc gia & cac
nuwdc nay.

OAPI (OA): OAPI 13 T6 chirc S& hitu tri tué chau Phi cho khu viec chau Phi néi tiéng Phép. Théa wdc giira
cac nuwdc thanh vién (Benin, Burkina Faso, Cameroon, Coéng hoa trung Phi, Chad, Cong, Equatorial
Guinea, Gabon, Giunea, Guinea Bissau, Ivory Coast, Mali, Mauritania, Niger, Senegal, va Togo) duoc ky
k&t ngay 13/09/1962. Viéc nép don dang ky sang ché qua con duwdng OAPI 13 con duwdng duy nhat dé cé
duoc sy bao hd & nude bat ky trong sé cac nuée nay.
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V' 4 V' 4 Y 4 \ ? y 4
Phu luc 2: Cac bao cao toan canh sang
n ATAN 9 = 7 N \ 7 = A n,
che ve vacxin trudc day va cac lien ket
Viéc nghién cru téng quan d3 duoc thuc hién dé thu thap cac nghién ctru sdng ché cé san d3 duogc cong
bd, cling nhu cac bai bdo va cac bai trinh bay vé vicxin phong cac bénh nhiém khuan. Cac nghién ctru
nay dung dé thu thap théng tin ( nhw cac tir khda hitu ich dé xay dung cac biéu thirc tra clru théng tin

sang ché) trudc khi bat dau bao cdo toan canh sang ché nay. Danh muc cac bdo cdo nay duoc néu dudi
day:

- Toan cdnh céc sang ché& vé vacxin: Thong tin sang ché, cac cong cu va cac phuong phap luan. Hoi
nghi chuyén dé WHO/WIPO/WTO, Cac loai thudc, thang 2/2011 Friede M.

- Khai thac cac dit lieu sang ché&: Mot cdng cu dé ting toc viéc d6i mdi cac vacxin HIV. Vacxin 29
(2011) 4086-4093. Clark et al.

- Téc dong clha S& hitu tri tué, Thyc tién chuyén giao quyén st dung cta cac trudng dai hoc, va
viéc chuyén giao cong nghé vé san xuat theo khu vuc va viéc tiép can vacxin HPV & céc khu virc
ngheéo vé tai nguyén. Céc sinh vién danh dw, 2009. Padmanabhan S.

- S& hitu tri tué, chuyén giao cong nghé va viéc san xuit cac HPV vicxin gia thanh thap & An Do.
Nat Biotechnol. 2010 Jul; 28 (7): 671-8. Padmanabhan et al.

- Toan canh sdng ché vé cac bién phip d6i phd véi bénh dau mua va danh gid ndng luc thu hat
bdo hd théng qua cac dit liéu sang ché toan canh. Cac sang ché gan day trén tap chi Anti-
Inefective Drug Discovery, Quyén s 5, s6 3, thang 11 2010, trang 240-254 (15). Mayburd et al.

- Sy hop tac vé vacxin va viéc quan ly s& hitu tri tué.2008. Haanes EJ.
- Cac don sang ché mai vé cac vacxin khang vi rut. Nat Biotechnol. 2005 Nov; 23 (11):1370

- “Xem xét cac cdng nghé san xuat vacxin ngira virut ciim, va sy thich hop cla cac cdng nghé nay
d6i voi viéc trién khai & cac nuwdc dang phat trién dé sdn sang ddi phé véi dai dich cim” do T6
chirc Y t& Thé gidi thure hién — Su khéi ddu cho viéc nghién ctru vacxin,

- “Tai liéu lam viéc vé céc sang ché dugc cap bang lién quan dén virdt cim va cac gen cla ching”,
do WIPO soan thao theo yéu cau cla Té chirc Y té Thé gidi,

- “Bdo cdo tra ctru cla WIPO vé sy sdn sang d6i pho véi dai dich cim (PIP)-cac don va bang sang
ché& lién quan”, do Van phong Qudc té& chuan bi,

- Tiép can cac cdng nghé san xuat vicxin & cac nudc dang phat trién: Brazil va An dd. Vaccine 25
(2007) 7610-7619. Milstien et al.
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Cac thong tin chung hitu ich v& vicxin cé thé tim dugc trén mot website! riéng cia WHO.

Mot bd suwu tdp quan trong cac bdo cdo toan canh sang ché cé trén mot website® clia WIPO, cu thé 13
cac bao cdo lién quan dén HIV, s6t rét, cim™ va céc ta duoc®.

Y http://www.who.int/topics/vaccines/en/

'8 http://www.wipo.int/patentscope/en/programs/patent landscapes/pl_existing reports.html

9 http://www.patentlens.net/daisy/influenza/4132.html
http://www.boliven.com/boliven landscapes/ip report/Influenza landscape

2% http://www.patentlens.net/daisy/adjuvants/Introduction.html
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Phu luc 3: Dong |énh cua cac cd sG dir
liéu dung trong cac biéu thirc tra clru

Ngon ngit Iénh Patbase

Ngon ngir Iénh Orbit

Toan tir logic

(mét yéu ciu tra ctru logic bao gbm mot nhdm tir, cum tlr, hodc macro duoc lién két bdi cic tir néi)

Toan t&r dung gitta hai thuat ngir Toan tir dung gitta hai thuat ngi
AND hodc biéu thirc > Ca hai thuat ngir ET hodc biéu thirc > C3 hai thuat ngir

phai c6 mat & trwong hodc tai liéu phai cé méat trong trudng hodc tai

tra ctru duoc liéu tra ciru dugc

Toan t&r dung gitta hai thuat ngi Toan tir dung gitta hai thuat ngi
OR hodc biéu thirc > M6t trong s6 hai ou hodc biéu thirc > M6t trong sé hai

tr cé mat trong truwdng hodc tai tr cé6 mat trong trwong hoac tai

liéu tra ciru duoc liéu tra cru duwoc

Toan t&r dung gitta hai thuat ngir Toan tir dung gitta hai thuat ngi
AND NOT hodc biéu thirc > Cac két quad d3 | SAUF hodc biéu thirc > Céc két qua da

dugc loai bd ra khoi moét tra ciru dugc loai bd ra khoi moét tra clru

Ky tw cut

(ky tw cut va cac ky tu thay thé 1a hitu ich khi tra clru theo céc tir khda, cac tir khda nay cd thé cé nhiéu

tlr hodc la phat sinh cia mot twr)

Ky tu cut khéng gidi han: thay thé

Ky tw cut khéng gidi han: thay thé

cho sé lwong ky tu bat ky ¥ cho s& lwong ky tu bat ky

Ky tu thay thé: thay thé chinh xac Ky tu thay thé: thay thé chinh xac
? mét ky tu (vi tri bat ky trong thuat | ? mét ky tu (vi tri bat ky trong thuat

nglt tra clru duoc) nglt tra ctru duoc)

Ky ty thay thé: thay thé cho mot ky Ky tu thay thé: thay thé cho mot ky
% tu hodc khong cé ky ty (cho phép tu hoac khéng cé ky tu hoac mét

tim mot tir ké ca khi né duoc viét | ~ [d&u cach] (cho phép tim mot tir ké

sai chinh ta) ca khi né duorc viét sai chinh ta )

Ky tu hinh thai ngén ngit: m& rong

tra ciru dé bao phu duoc hét cac

bién thé ngit phap trén ky tu thay
” thé& cho mét tir tiéng Anh: thay thé

cho moét ky ty hodc khéng cd ky ty
(cho phép tim cac phuong an cla
tlr nhuw s6 nhiéu, s6 it, thoi qué
khtt, thoi hién tai)

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012

149



Toan tir 1an can

(cho phép quy dinh rd rang mot tir phai xuat hién gitta n tir khéc)

Toan tlr dung gitra hai tir: Tir 1 va

Todn tlr dung gitra hai tlr: Tir 1 va

WFn tlr 2 dugc dat cach nhau n tr theo | nAV tir 2 duogc dat cadch nhau n tu theo
trat ty nay trat ty nay
Toan t&r dung gitra hai tir: T 1 va M Toan tlr dung gitra hai tlr: Tir 1 va
n
Wn tlr 2 dwoc dat cach nhau n tu theo tir 2 dwoc dat cach nhau n tur theo
trat ty nay ca hai trat ty trat tw nay ca hai trat tu
Hai tir & lién k& nhau theo trat ty | [space] Hai tir & lién k& nhau theo trat tuw
[space] . L
chinh xac chinh xac
L " R . Toan tir dung gitta hai thuat ngi
Todn t&r dung gitta hai ti: Tr 1 va o . . i i
R . ) . . | PHR (hai t&r hodc hai biéu thurc): Thuat
near tr 2 nam cach nhau 5 tur theo ca N . R . .
A ng* 1 va thuat nglt 2 nam trong
hai trat tu. N R .
cung mot cau theo ca hai trat ty.
Cac bo han dinh trwong
(cho phép gdn mot thuat ngit tra ctru vao mot trudng cu thé)
Céc bd dinh tinh dung & dau biéu Cac bd dinh tinh dung & cudi biéu
TIe thirc = viéc tra ciru dugc thyc | /Tl th'c = viéc tra ciru duoc thuc
hién trong trwdng tén sdng ché cla hién trong trwdng tén sang ché cla
tai liéu. tai liéu.
s w1 e Cac bo dinh tinh dung & cudi biéu
Céc b dinh tinh dung & d3u bidu , " ne
) o ) thrc = viéc tra ciru duogc thuc
thirc - viéc tra ciru duwgc thuc | /BI o . . v .
TA= . . ., N hién ¢ trwvong tén sang ché va tém
hién trong trwong tén sang ché va . .
T TN tat cua tai liéu.
tdm tat cda tai liéu
Cac bd dinh tinh dung & dau biéu Cac bd dinh tinh dung & cudi biéu
Cls thirc = viéc tra ciru dugc thuc | /CLMS thirc > viéc tra ciru dugc thuc
hién & yéu ciu bdo hd cla céc tai hién & céc yéu ciu bao hd cla tai
liéu liéu
Céc bd dinh tinh dung & dau biéu Céc bd dinh tinh dung & cudi biéu
thirc - viéc tra ciru duoc thuc /BI/CLMS thir'c > viéc tra ciru duoc thuc
TAC= hién trong tén sang ché&, tém tat hién trong tén sang ché, tdm tat va
sang ché va yéu cau bdo ho cua tai yéu cau bdo hd cua tai liéu
liéu
Céc bd dinh tinh dung & dau biéu
[RU]:FT= thirc = viéc tra ciru duoc thuc
hién trong ban m6 ta sadng ché Nga
Céc bd dinh tinh dung & dau biéu
[JP]:FT= thirc = tra ciru duwoc thuc hién

trong ban md ta sang ché Nhat
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trong van ban khéng phai la chir
latinh

Cac bd dinh tinh dung & dau biéu
thirc = viéc tra ctu duoc thuc

[KR]:FT= hién trong badn md ta sadng ché Han

Qudc trong van ban khong phai la

chi latinh

Céc bd dinh tinh dung & dau biéu

thtrc - viéc tra ciru duoc thuyc
[CN]:FT= hién trong ban md t3d sing ché

Trung Quéc trong vdn ban khéng

phai la chi? latinh

Céc bd dinh tinh dung & dau biéu Céac bd dinh tinh dung & cudi biéu

thirc - viéc tra ciru duoc thuyc thirc - viéc tra ciru dugc thuc
FN= hién trong cac sang ché doéng dang | /FAN hién trong cac sang ché déng dang

cé trong INPADOC (s th& tu do cé trong FAMPAT (sé th(t ty do nha

nha san xuat co s& dit liéu tao ra) san xuat co s& dir liéu tao ra)

Cac bd dinh tinh dung & dau biéu Cac bo dinh tinh dung & cudi biéu
PN= thirc = viéc tra ciru duoc thuc /PN th'c = viéc tra ciru duoc thuc

hién trong hién trong

cdc s6 cdng bb cac s6 cdng bb

Cac bd dinh tinh dung & dau biéu Cac bd dinh tinh dung & cudi biéu
. thirc = viéc tra ctru duoc thuc /ic thrc = viéc tra ctru duogc thuyc

hién trong hién trong

phéan loai sdng ché quéc té phéan loai sdng ché quéc té

Céc bd dinh tinh dung & dau biéu Céc bd dinh tinh dung & cudi biéu
ICl= thirc - viéc tra ciru duwgc thuc | /F thc = viéc tra ciru duoc thuc

hién trong hién trong

phan loai sang ché cia Nhat phan loai sang ché clia Nhat

Cac bd dinh tinh dung & dau biéu Cac bo dinh tinh dung & cudi biéu
e thirc > viéc tra ciru dugce thuc | /PCLO thirc = viéc tra ciru dugc thuc

hién trong
phan loai sdng ché cla Hoa Ky

hién trong
phan loai sdng ché cla Hoa Ky
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Phu luc 4: So sanh pham vi dir liéu cua co sG dir liéu
Patbase va Orbit

Patbase coverage Orbit coverage

Unpublished Patent

03/07/1971 06/30/2011  Publ. Application 03/07/1971 6/30/2011
Applications
AP ARIPO
Patents X 07/03/1985 06/30/2011  Patent X 10/02/1990 6/30/2011
Utility Models X 06/06/2002 06/06/2002  Utility Model X 06/06/2002  06/06/2002
Patent
Patents X 02/08/1973  11/08/2006 " rom No. 200987 (PUBL. X 02/11/1965  8/18/1995
DATE 750206) onwards.
AR Argentina . . : :
No inventors; titles in Spanish
Patent Applications X 03/26/1997 09/28/2011  Patent Applications X 11/20/1996 9/29/2011
Utility Model Applications X 03/20/1996 09/28/2011  Utility Model X 03/20/1996 8/29/2011
Publ. application.
X X 05/01/1914 9/15/2006
Titles in German
Europ. Patent X X 11/15/1980  11/15/2011
AT Austria Patents X 08/25/1899 11/15/2011  Patent X X 8/25/1899 4/15/2007
Utility Models X 07/25/1994 11/15/2011  Utility Model X X 7/25/1994 11/15/2011
Patent Applications X 05/01/1914 11/15/2011  Publ. Application X X 11/02/1965  11/15/2011
Patent (new Law) X X 04/15/2007 11/15/2011
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Unpublished Patent
Applications

Patent Applications

Designs

Patents
AU Australia

Patent Applications

BA Bosnia

Patents

BE Belgium

Patent Applications

01/06/1994

03/14/1917
03/07/2005

06/07/1938

12/28/1998

03/06/1998

01/26/1993

08/28/2003

06/16/2011
07/14/2006

06/16/2011

09/14/2001

08/02/1999

03/01/2011

Publ. application

Patent, Amended Patent
Design

Patent applications prior to
acceptance

Patent applicatons that were
accepted

Patent applicatons that were
accepted but were subsequently
amended and therefore needed
to be republished.

Patent Application

Patents rights inscribed into the
registry on a basis of recognised
right of former SZP until 1992-
03-01.

Old Law

Until Publ. Date 790702 (approx.
No. 873263} only one foreign
priority.

From 700702 IPC up to subclass.
From appl. date 790101 (No.
873264) onwards applicant,
inventor and title in French or
Dutch

EP transformed patents
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3/14/1922

07/06/1938
10/09/1986

05/24/2001

05/24/2001

05/24/2001

12/28/1998

03/06/1998

9/15/1875

12/07/1979

8/25/2005

03/01/2007
7/14/2006

6/16/2011

6/16/2011

6/16/2011

9/14/2001

08/02/1999

12/07/1999

08/10/1988
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BG

BR

BY

CA

CH

Bulgaria

Brazil

Belarus

Canada

Switzerland

Patents

Patent Applications

Patents

Utility Model Applications

Utility Models

Granted Registered Utility
Models

Patents

Utility Model Applications

Patent Applications

Patents

Patent Applications

Reissues

Patent Applications

Patents

10/15/1862
06/15/1993

02/15/1973

02/15/1973
09/30/1994
10/31/2007

04/22/2008
08/05/1975

04/25/1972

01/06/1920

01/02/1973

04/17/1973

06/30/1891

01/09/1888

10/04/2011
08/31/2010

08/31/2010

10/31/2006
06/29/2007
11/30/2009

11/01/2011
11/01/2011

11/01/2011

11/01/2011

11/05/2011

08/22/2007

10/31/2011

10/31/2011

New Law

Patent applications and patents

Patent application (from
december 1993 onwards)

Patent (from december 1993

onwards)

Utility models

Patent
Utility Model

Additional Inventions Certificate

Application of certificate of

addition of invention published

without search report

Patents

Filed applications and granted
patents number > 1275150 and

> 2000000

Filed application and granted

patent

Number > 2000000, for new
applications filed from
10/1/1989 onwards

Publ. application
Patent of addition
Patent

x X

3/31/1987
2/15/1973

6/15/1993

05/31/1995

01/18/1994

01/02/1973
08/05/1975
1/17/1995

05/12/2009

30/09/1997
10/16/1874

10/16/1990

06/12/1990

02/12/1964
21/1/1886
11/1/1888

10/04/2011
5/31/200

8/31/2010

8/31/2010

8/31/2010

11/01/2011
11/01/2011
11/01/2011

10/04/2011

12/30/2003
10/09/1990

10/11/2011

11/05/2011

8/31/1977
5/16/1908
2/14/1975
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CL

CN

Cco
CR

Chile

China

Colombia

Costa Rica

Patent Applications

Patents

Industrial design application
Industrial Design Applications
Utility Model Applications
Utility Models

Patent Applications

Patents

Utility Model Applications
Utility Models

Designs

Patent Applications
Patent Applications

Utility Model Applications

®x X X X X X

x X X X X X

x xX xX X

01/07/2005
01/07/2005
01/07/2005
01/07/2005
01/14/2005
03/18/2005

09/10/1985

01/06/1993
04/09/1985
01/06/1993
09/10/1985
02/13/1995
07/13/1988

07/02/1996

10/24/2008
06/03/2005
10/17/2008
10/17/2008
10/17/2008
06/03/2005

11/09/2011

11/09/2011
12/30/1992
11/09/2011
10/26/2011
08/22/2011
12/30/2010

10/28/2010

Patent (until 06/30/2008) X X

Partial withdrawals and
annullments of CH/EP patents

Publication of patent application
{new law 07.01.2008)

Patent (New Law 01.07.2008}

=
>

Patent application

Granted patent

x X X x

Industrial Design application

>

Utility Model application
Utility model
Patent (old) X X

Unexamined patent appl., open
to public inspection;

Translation of an international
Application

Patent

Utility model (old)

Utility model (new)

Patent Application
Patent Application

Utility model application (from
05/94/1983 onwards)
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9/1/1889

9/30/1998

1/15/2009

07/01/2008
01/07/2005
01/07/2005
01/07/2005

01/07/2005
3/18/2005
10/09/1985

01/04/1989

01/04/1989
04/09/1985
11/18/1992

2/13/1995
01/04/2007

01/09/2009

11/30/2006

5/31/2007

10/31/2011

10/31/2011
10/24/2008
06/03/2005
10/24/2008

10/17/2008
06/03/2005
12/28/1988

11/09/2011

11/09/2011
12/28/1988
11/09/2011

8/22/2011
7/30/2010

04/12/2010
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CuU

CcY

674

DD

DE

Czecho-
slovakia

Cuba
Cyprus

Czech
Republic

Germany
{EX_GDR}

Germany

Industrial Design Applications

Patent Applications

Patents

Patent Applications

Patents
Patents
Patent Applications
Patents

Utility Models

Patent Applications

Patents

Utility Models

Patent Applications

Patents

xX X X X X

04/10/1996

02/26/1982

08/15/1957

03/12/1968

11/11/1968
05/06/1921
01/13/1993
03/17/1993
12/16/1992

05/07/1992

12/06/1965

10/06/1956

12/21/1921

08/26/1877

12/14/2010

12/28/1992

11/12/2003

05/28/2009

09/21/2011
04/06/2011
11/09/2011
11/09/2011
11/09/2011

04/22/1999

07/15/1999

12/05/1960

11/17/2011

11/17/2011

Industrial Design application

Publ. application (Since 880816
titles in English}

Patent

From No. 178501 onwards
applicant, inventor and titles in
English

Patent (former collection})
Number series not complete
Patent (current collection)
Number series not complete
Publ. application

Patent

Utility Model

Patent

from No. 127690 onwards

applicant, inventor and titles in
German

Economic and exclusiv patent

public notice of inspection of
patent application

Patent
till 730104 only one publication
stage
{no granted patents}
Patent

Granted Patent
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x X X X X

05/04/2009

9/15/1982

4/15/1964

12/03/1968

10/19/2005
06/05/1921
11/12/1991
8/15/1985
12/16/1992

05/08/1952

1/30/1980

05/07/1992

8/22/1954

06/07/1951
12/18/1852

5/27/2010

12/28/1992

3/17/1993

01/06/1997

9/21/2011
04/06/2011
11/09/2011
11/09/2011
11/09/2011

4/22/1999

02/01/1989

05/07/1992

11/17/2011

1/13/1983
12/27/1998
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DK Denmark

Dominican
DO
Republic
DZ Algeria
EA Eurasian

Utility Models

EP/WO Patents

Patent Applications

Patents

Utility Models

Utility Model Applications
Patent Applications
Utility Model Applications
Designs

Patents

Patent Applications

x X X X X X xX X

X

06/26/1928

12/17/1987

08/22/1949

03/25/1895
11/27/1992
08/28/1992
10/31/2001
12/31/2001
09/30/2005
09/28/2000

07/01/1996

11/17/2011

03/31/2011

10/09/2011

10/24/2011
09/14/2007
10/14/2011
09/30/2011
04/15/2011
09/15/2011
10/08/2005

08/30/2011

Publlication of filing or grant of

certificate

Utility model

Notification of the publication of
the international application in
German language (title page

only)
Filed application

Data of unpublished applications

abandoned in 1994

Publ. Application (filed before

1.1.2000})
Date of gazette given in

statistics, correct publication

date given in records

Publ. Application (filed after

1.1.2000})
Date of gazette given in

statistics, correct publication

date given in records
Patent

Translation of EP patent
Utility model

Patent application
Utility model application
S

Patent of Invention

Publ.
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x X X X X X X Xx

7/19/1984

6/26/1928

12/27/1998

8/24/1973

8/22/1949

01/07/2000

3/25/1895
01/08/1990
8/28/1992
5/31/2002
1/15/2007
6/15/2006
9/28/2000

07/01/1996

6/16/2011

10/06/2011

11/17/2011

12/23/1993

07/01/2010

09/10/2011

10/24/2011
10/24/2011
10/14/2011
9/30/2011
5/30/2007
9/15/2011
10/08/2005

8/30/2011
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EC

EG

EP

patent office

Ecuador

Estonia

Egypt
European
Patent

Office

Spain

Finland

Patents

Patents

Utility Models
Industrial Designs
Patent Applications
Patents

Utility Models

Patents
Patent Applications

Patents

Unpublished Patent
Applications

Patent Applications
Patents
Utility Model Applications

Utility Models

Unpublished Patent
Applications

Patent Applications

x X X X X X X X

03/31/1997
10/01/1990
10/01/1990
10/29/1990
12/15/1995
02/15/1996
10/17/1994
01/31/1976

12/20/1978
01/09/1980

05/16/1919

01/01/1981

01/08/1977

10/01/1987
05/01/1959

05/09/1978

03/30/1973

08/30/2011
06/30/2011
02/28/2011
02/28/2011
10/17/2011
10/17/2011
10/17/2011
06/26/2011

11/16/2011
11/16/2011

06/01/1993

11/17/2011

11/16/2011

11/17/2011
11/17/2011

10/31/2011

11/15/2011

application/Published/Search
Report

Patent,Amended specification
Patent

Utility Model

Industrial design application
Published Patent Application
Granted Patents

Registered Utility Models
Patent

Publ. application
Patent
Patent

Patent (Concordances)

Patents

Patent (Law 1986}

Utility model

Utility model

Utility model (New law 1986)
Filed application

Data of unpublished application
Publ. application

Date of gazette given in
statistics;

correct publication date given in

data records

x X X X X X X X

>x xX xX Xx

=

> xX X Xx

07/01/1996
10/01/1990
10/01/1990
5/25/1992
12/15/1995
2/15/1996
10/17/1994
1/31/1976

12/20/1978
01/01/1980

5/16/1919

01/01/1981

08/01/1987
05/01/1959
09/01/1996
01/01/1988

6/29/1842

07/03/1975

8/30/2011
6/30/2011
6/30/2011
6/30/2011
10/17/2011
10/17/2011
10/17/2011
6/26/2011

11/16/2011
11/16/2011

06/01/1993

12/16/1992

11/17/2011
06/01/1991
07/01/1999
11/17/2011

07/01/1976

10/31/2011
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Patent

Patents X 06/29/1842 04/24/2006 X X 5/31/1968 11/15/2011
K:E:ﬂ:g:g FAl i Meds X 01/02/1992  10/31/2011 l:;:'ltiz;:z:el X X  01/02/1992  10/31/2011
Utility Models X 02/03/1992 10/31/2011  Utility model X X 02/03/1992  10/31/2011
Addition
Patent Applications X X | 08/07/1969 | 11/11/2011 Mo IPC, naihventors, no X X  10/07/1902  10/20/1972
applicants, no titiles
Medicament
Patents X 02/28/1891 = 11/11/2011  |No applicants, inventors and X X  07/10/1960  7/27/1973

titles

e o Patent old system (without
Utility Model Applications X X 01/07/1972 11/11/2011 : - : X X 11/28/1898 8/14/1981
applicant, inventors and titles)

FR France
Patent or utility model with title
Applicant, inventor and title for
1st publication stage
Utility Models X O1/i2/1973 | 1i/11/201x | @nly applicant and inventor for X X 07/10/1911  11/11/2011
second publication stage
From publication date 850531
onwards titles and inventors also
for the second publication stage
tnied Uan‘lb“S.hed ket X 02/09/1983 10/19/2011 Hled aopiicatian X X 02/09/1983 10/19/2011
Kingdom  Applications Data of unpublished application
Patent Applications X X 01/04/1979 11/16/2011  Before 1916 X X 8/12/1840 12/30/1921
GB Patents X X 07/04/1782 11/16/2011 Before 1949 X X 01/03/1916 12/29/1978
Law 1949 X X 4/30/1969 08/12/2003
Law 1978 X X 01/04/1979 11/16/2011
Corrected publication published X X 09/03/1962  11/02/2011
GC Gulf Coop. Patents X 10/30/2002 03/31/2011  Granted Patent X 10/30/2002 3/31/2007
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GE

GR

GT

HK

HN

HR

HU

Council

Georgia

Greece

Guatemala

Hong Kong

Honduras

Croatia

Hungary

Patent Applications
Patents
Patent Applications

Patents

Utility Model Applications
Utility Models
Patent Applications

Patents

Short Term Patents
Patent Applications
Patent Applications
Patents

Unpublished Patent
Applications

Patent Applications

Patents

Utility Model Applications

x X x x

x X xX X

x xX xX x

04/10/2006
01/10/2000
12/16/1988
12/10/1920

01/19/1990
12/16/1988
06/29/1966
10/03/1997

05/01/1998
01/13/2005
08/11/1994
12/31/1995

01/28/1990

03/02/1970
07/07/1913

09/28/1992

04/10/2006
09/10/2010
10/13/2011
09/30/2011

01/31/2002
02/12/2002
08/20/2007
06/03/2011

06/03/2011
02/27/2009
10/31/2011
10/31/2011

02/28/2011

08/29/2011
08/29/2011

08/29/2011

Patent (2nd publ}
Patent Application (new law)
Patent

Translation of claims of EP
patent application

Translation of EP patent
Patent application (old law)
Utility model application
Utility model

Patent Application

Patent

Standard Patent

Short term patents

Patent application

Patent

Trans. of EP patent into Croatian

Deferred application numbers

Application number
Examined Patent application
Patent number

From no. 170759 onwards
applicant, inventor, title in
English

Utility model application
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x X X X X X X X X X xX X

>

01/10/2000
10/31/1988
10/12/1920

10/18/1988

9/29/1989
07/04/1977
1/19/1990
12/16/1988
6/29/1966
03/05/1976
10/03/1997
05/01/1998
1/13/2005
08/11/1994
3/31/2007

03/02/1971

3/28/1990

12/28/1983

1/29/1973

3/28/1992

04/10/2000
10/13/2011
9/30/2011

1/31/2002

1/31/2002
2/23/1988
1/31/2002
02/12/2002
8/20/2007
3/30/2008
06/03/2011
06/03/2011
21/27/2010
10/31/2011
10/31/2011

10/28/2000

8/29/2011

11/28/2000

8/29/2011

2/28/2011
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Unpublished Utility Model

Tt X 03/28/1992  02/28/2011  Utility model X 8/28/1992  8/29/2011
A X 11/26/1988  01/03/2002
Indonesia  Patents X 07/29/1992  12/27/2001  Patent X 7/29/1992  10/30/1996
Patent Applications X 11/26/1988 01/03/2002  Simple Patent X 7/22/1996 12/27/2001
Z:Z::;‘;;T:atem X 01/13/1993  08/31/2011  Publ. application. X 01/11/1995  8/31/2011
Ireland Patent Applications X 11/29/1990 08/31/2011
Short Term Patents X 06/16/1993 03/05/2008
Patents X 05/02/1945  11/11/2009 Patent X 05/02/1945  02/03/2010
Lnpublished Eatent X 06/20/1968  08/31/2011 o0 2plication X 6/20/1968  8/31/2011
Israel Applications Data of unpublished application
Patent Applications X 01/25/1968  08/31/2011 Patent X 1/25/1968  8/31/2011
Patent Applications X 01/11/2005  11/18/2011 Patent X X  02/05/1912  10/28/2011
India Patents X 02/05/1912 11/11/2011  Patent specification X X 1/25/1968 12/10/2010
Designs X 05/15/2009  11/18/2011
©elng ANt Applications X 07/10/1926  08/23/2011 ZSZEZLIZ‘LF)":]a:isSbT:de X 02/05/1912  8/23/2011
Patents X 01/08/1927  09/15/2011 Patent specification X 10/18/1996  9/15/2011
Italy K;s:(:ijz:g ferent X 01/02/1978  09/28/2006 Filling application X 01/02/1978  11/04/2003
Patent Applications X 05/17/1990 11/16/2011  Published patent application X 9/17/1990 11/08/2011
Patent
Patents X 12/20/1927  09/20/2010  Titles in Italian, IPC up to X 5/19/1953  8/30/2011
subclass level
222: ‘:52:3 LRy e X 01/02/1978  11/04/2003  Utility model application (old ) X 12/20/1927  10/03/1990
Utility Model Applications X 05/29/1989 11/15/2011  Patent for Utility model X 1/13/1978 6/20/1991
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JP Japan

KE Kenya

KR Korea
Republic of

Utility Models

Patent Applications

Patents

Utility Model Applications
Utility Models

Registered utility models
Patents

Patent Applications

Patents

Utility Model Applications

®x X X xX X

X

05/12/1978

01/16/1971

10/26/1928

01/07/2000
02/06/1913
03/31/1983
07/11/1975
12/09/1978

01/08/1978

11/27/1978

12/23/2010

10/27/2011

10/26/2011

07/31/2008
06/16/2010
10/20/2011
09/01/1989
11/18/2011

10/06/2011

11/18/2011

Utility model

Published utility model
application

Unexam. application

From 50033701 (publication
date 750401) onwards with IPC
symbols

from 51111001 to 6402910 titles

in English
Non-official translation of JP-A

documents, not issued by Patent

Office

Unexam. Application
Examined application
Examined application

("Old law"} Granted Patent
Registered patent

PCT translations (before 1989)
PCT translations (before 2000)
PCT translations (from 2000}
Unexamined utility models
Granted utility models

Patent

Patent specification

Official Gazette of the
unexamined patents

Official Gazette of the
unexamined utility models
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X X X X X X X X X X X X

>

x X xX X

x X X X X X

1/13/1978

6/13/1990

1/23/1971

05/09/1972

1/16/1971
1/16/1971
09/02/1946
01/06/1971
7/26/1979
7/26/1979
01/12/1989
01/11/2000
09/13/1971
2/28/1931
07/11/1975
01/08/1978

12/09/1978

9/17/1981

12/23/2010

11/15/2011

01/06/1989

09/08/2005

11/04/2011
01/06/1989
3/29/1996
9/27/1995
11/09/2011
12/22/1988
12/21/1999
9/22/2011
11/04/2011
8/18/2004
09/01/1989
6/30/2011

11/11/2011

9/16/2011
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KZ

LT

LU

LV

MA

MC

MD

MN

MT
MW

Kazakhstan

Lithuania

Luxembourg

Latvia

Morocco

Maonaco

Moldova

Mongolia

Malta

Malawi

Utility Models
Design Applications
Patent Applications

Patents

Patent Applications

Patents

Patent Applications
Patents
Patents

Patent Applications

Patents

Patents

Patent Applications
Patents

Utility Model Applications
Utility Models

Plant Patent Applications

Patents

Patents

Patents

x

x X xX X

x X X xX X X

01/10/1978
01/14/2009
08/15/2001

12/10/1993

03/25/1994
08/25/1994

07/08/1952
03/15/1929
10/20/1994
03/10/1994

07/06/1977
12/13/1957
01/31/1994
09/30/1994
08/31/1994
01/30/1995

02/28/2003

02/15/1984

06/25/1968
05/09/1973

06/30/2011
01/10/2011
05/15/2008

03/15/1995

10/25/2011
10/25/2011

10/24/2011
09/26/2006
03/20/2011
05/20/2002

09/01/2011
03/30/2011
12/31/2010
12/31/2010
05/31/2009
12/31/2010

06/30/2004

06/15/1989

05/08/1992
10/12/1994

Utility model specification

1 document was inserted into

the database, no further delivery

foreseen

Patent application (until 1994}
Patent application (from 1995}
Patent

Reregistrations of SU patents

Patent

Patent

Reregistrations of SU patents
Patent of Invention

Granted Patent

Patent

Patent application

Patent, Decision of grant
Utility model application
Utility model

Granted short-term patent for
invention

Patent

From No. 111 onwards
applicant, inventor and title in
English

Patent

Patent

X X X X X X X X xX X

=

01/10/1978

1/15/2004

3/25/1994
7/25/1996
8/25/1994
10/15/1992

06/02/1945
03/10/1994
06/10/1993
07/06/1977
07/01/2011
12/13/1957
9/30/1994
1/31/1994
10/31/1994
8/31/1994

1/31/2009

11/20/1972

06/25/1968
05/09/1973

6/30/2011

5/15/2008

12/27/1994
10/25/2011
10/25/2011
4/25/1994

10/24/2011
3/20/2011
9/20/1998
06/01/2011
01/09/2011
3/30/2011
12/31/2010
12/31/2010
1/31/2009
5/31/2009

12/31/2010

6/15/1989

05/08/1992
10/12/1994
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Patent of invention - From 1976

X 10/14/1980 10/01/1993

onwards
Patent Applications X 10/14/1980 06/06/2011 Patent application X 02/03/1992 06/06/2011

MX Mexi
RS Patent of invention - from 1991

Patents X 04/01/1992 01/10/2011 X 5/25/1991 11/19/2010

onwards
Utility Models X 10/09/1992 05/16/1994  Certificate of invention X 01/02/1980 6/27/1991
Reregistered GB patent X 12/31/1953 3/31/2009
MY Malaysia Patents X 12/31/1953 12/31/2010  Patent X 10/26/1988 3/16/1989
Utility Madels X 03/30/1996 03/30/1996  Laid open patent application X 1/015/2010  12/31/2010
NI Nicaragua Patents X 11/05/2003 03/24/2009  Patent X 11/05/2003 3/24/2009
Patent Applications X 07/01/1913 08/10/2011  Unexamined application X 2/17/1924 03/10/2011

Registered specification laid

Patents X 10/16/1908 08/11/2011 s X 07/04/1995 2/16/2010
open (patent law April 1995}
Patent application (from 20-

SPC Applicati X 02/16/1993 04/01/2010 X 2/20/2010 08/10/2011
e 5 Gy 02/2010 onwards) 120 2

Patent

B-documents (examined
Granted SPCs X 07/01/1993  04/o1/2010 2pplications)as wellas C- X 2/17/1924  2/23/2011
documents (granted patents) are
stored (C-documents starting
with publication date 790917)

NL  Netherlands

Patent (patent law April 1995} X 07/01/1913  03/03/2011
Patent (from 20-02-2010

X 3/14/2011 08/11/2011
onwards)

Suppl. protection certificate

application
L ) X 01/01/2007 04/01/2010
Granted suppl. protection
certificate
NO Norway Unpublished Patent X 04/01/1986 12/09/2005  Filed application X 06/02/1988  12/09/2005
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NZ

OA
PA

PE

PH

PL

Applications

Patent Applications

Patents

SPC Applications

Granted SPCs
New
Patents
Zealand
OAPI Patents
Panama Patent Applications
Patent Applications
Peru
Utility Models
Patents
Philippines
Utility Models

Poland Patent Applications

Patents

x X X X X xX X

01/04/1915

01/19/1909

01/05/2004

06/01/2004

03/06/1978

01/15/1966
05/20/1996
04/19/1992
01/25/2002
07/03/1975
12/02/1981
09/26/1977

10/30/1930

09/09/2011

09/26/2011

09/26/2011

07/25/2011

06/30/2011

04/13/2007
07/27/2010
09/30/2011
09/16/2011
06/02/1999
12/23/1997
10/24/2011

10/31/2011

Data of unpublished application
Public application
Public application

Date of gazette given in
statistics.

Correct publication date given in
data records.

Examined application; granted
patent

Patent

Suppl. protection certificate
application, Granted suppl.
protection certificate
Document laid open for public
inspection

Public application

Titles in English, IPC symbols
from 831216 onwards

Patent

Patent application
Patent application
Utility Model application
Patent

Utility model

Public application
Patent

From publication date 800731
{No. 110100} onwards titles in
English
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x X X X X X X

12/08/1966

12/30/1974

1/19/1909

3/27/1991

01/05/2004

02/10/2000

03/06/1978

1/15/1966
5/20/1996
4/19/1992
05/11/1998
12/02/1981
12/02/1981
9/26/1977

2/28/1973

07/01/1975

09/09/2011

1/15/2004

9/26/2011

8/22/2011

5/16/2011

6/30/2011

12/13/2006
02/12/2010
9/30/2011
9/16/2011
06/02/1999
12/23/1997
10/24/2011

10/31/2011
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PT

RO

RU

RS

SE

Portugal

Romania

Russia

Republic of
Serbia

Sweden

Utility Model Applications
Utility Models
Patent Applications

Patents

Utility Model Applications

Utility Models

Patent Applications

Patents

Patents

Patent Applications
Utility Models
Patent Applications
Patents

Petty Patents

Unpublished Patent
Applications

Patent Applications

x X xX X

x X X X X X

01/08/1996
01/31/1996
11/01/1971
03/12/1976

06/23/1967

02/13/1969

04/29/2011

01/20/1973

02/15/1993
11/10/1995
12/25/1994
10/27/2006
12/15/2006
10/27/2006

11/30/1973

04/01/1968

10/24/2011
09/30/2011
09/30/2011
09/29/2011

09/19/2011

07/25/2011

10/28/2011

10/28/2011

10/10/2011
10/10/2011
10/10/2011
08/31/2011
08/31/2011
08/31/2011

01/11/2005

04/19/2010

Utility model application
Granted utility model

Public application

Patent

Availability of national
translation of European patent
Published utility model
application

Granted utility model
Translation of EP patent into
Portugese

Patent

From publication date 15.10.77
onwards applicant, inventor and

title in French

Patent

Titles in English

U1, u2

AD

Patent

Application for Invention
Certificate for Utility Models
A

B

u

Patent application filed

Public application

x X X x

=

x X X X X X xX X

01/08/1996
8/29/1997
01/11/1971
04/03/1977

4/28/2000

6/23/1967
2/13/1969

1/31/1992

08/01/1907

10/05/1989

4/29/2011
4/29/2011
2/15/1993
7/27/1996
12/25/1994
10/27/2006
12/15/2006
10/27/2006

11/30/1973

11/05/1940

10/24/2011
9/30/2011
9/29/2011
9/29/2011

9/30/2011

7/25/2011
07/02/2010

9/19/2011

10/28/2011

10/28/2011

10/28/2011
10/28/2011
10/27/2011
10/10/2011
10/10/2011
8/31/2011
8/31/2011
8/31/2011

01/11/2005

11/08/2011

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012

166



SG

Sl

SK

SM

SuU

Singapore

Slovenia

Slovakia

San Marino

U.S.S.R.

Patents

Patent Applications

Short Term Patents

Patents

Patent Applications

Patents

Patent Applications
Patents

Design Applications
Designs

Patents

04/15/1971

08/17/1990

12/31/1992
11/27/1992

07/07/1993
12/08/1993

02/16/2000
10/17/2001

04/05/2001
06/25/2003
10/31/1940

11/08/2011

09/29/2011

08/31/2011
10/28/2011

11/04/2011
11/04/2011

09/09/2011
09/09/2011

12/06/2006
12/06/2006
09/10/2011

Document laid open for public
inspection
Abstract available to the public

Patent specification (first level,
from 1 to 227869)

Patent (from 300001conwards)
Patent (from 500001 onwards)
Patent

Transitional appication for re-
registration

Patent, (under patent act of
1995)

Patent (before year 2000}
Patent

Translation of the claims of EP
patents

Patent application

Patent

Utility model

Publication of application

Granted patent / Granted patent
for PCT transfers

Design / Model (first publication)
Revalidation Design / Model
Patent

From 770630 onwards applicant,
inventor transliterated from
Cyrilic to Latin,
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x X xX X

06/07/1966
04/07/1973
9/20/1890

9/20/1919
3/21/1994
2/25/1983

8/18/1995

8/17/1990

11/27/1992
2/29/2000

10/31/1997

07/07/1993
12/08/1998
04/05/2011
2/16/2000

2/16/2000

04/05/2001
04/05/2001
12/31/1928

3/02/011
7/22/2010
07/07/1970

9/16/2008
11/01/2011
12/22/1995

12/22/1995

9/29/2011

12/31/1999
9/30/2011

9/30/2011

11/04/2011
11/04/2011
11/04/2011
09/09/2011

09/09/2011

12/06/2006
09/09/2011
09/10/2011
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SV

TH

TJ

TR

TW

UA

us

El Salvador

Thailand

Tajikistan

Turkey

Trinidad and
Tobago

Taiwan

Ukraine

US.A.

Patent Applications
Patent Applications
Patents

Patent Applications
Patents

Utility Models

Patent Applications

Utility Model Applications

Utility Models

Patents

Patent Applications

Designs
Patents
Utility Maodels
Patents

Utility Models

x X xX X

x X xX X x

03/10/1970
08/13/1980
07/28/1982
10/28/1998

07/16/1996

11/14/1998

06/21/1996

07/21/2000

06/21/1996

06/16/1994

05/01/2003

05/01/1974
05/01/1974
03/11/1974
01/07/1987
10/16/2000

10/13/2011
09/19/2011
09/22/2011
06/05/2007

07/16/2007

05/06/2005

08/23/2010

08/23/2010

08/23/2010

12/08/1995

11/16/2011

11/11/2011
11/11/2011
11/11/2011
05/26/2008
05/26/2008

English titles
Patent

Patent Application

Patent, Reregistration of SU
Patent

Utility Model Registration
Petty Patent
Patent

titles in Turkish, no inventors,
IPC down to subclass level since
850801 (Doc. No. 20671)

Patent Application (some 96xxxx
and 97xxxxx numbers only 6
instead of 7 digits)

Utility Model

Laid open application fro patent
or patent of addition

Patent

Granted Utility Model
Granted Patent
Utility Model

Reissue

Defensive publication
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x X X X xX X

03/10/1970

10/20/1998
10/20/1998

11/14/1998
10/14/2005

01/01/1973

3/21/1997

6/21/1996

01/05/2003

1/21/1991
01/01/2000
07/01/1987
10/16/2000
4/23/1839
02/04/1969

03/11/2011

06/05/2007
7/16/2007

05/06/2005
17/16/2007

9/23/1997

8/23/2010

8/23/2010

11/01/2011

12/21/2010
12/21/2009
5/26/2008
5/26/2008
11/08/2011
07/05/1988

168



Uy

uz

VN

YU

YU

Uruguay

Uzbekistan

Viet Nam

W.I.P.O
(P.CT.)

Yugoslavia

Serbia and
Montenegro

Patents

Patent Applications

Designs

Patent Applications

Industrial Design Applications
Utility Model Applications

Patents
Patents

Utility Models
Patent Applications

Patent Applications

Patents

Patent Applications

Patents

x X X X xX X

07/13/1836

03/15/2001
06/16/1908
02/23/2000
01/31/2002
01/31/2002
12/30/1997

12/22/1986

09/24/1989
10/19/1978

02/28/1973

09/30/1964
03/03/2006

03/03/2006

11/15/2011

11/17/2011
11/15/2011
10/31/2011
10/31/2011
10/31/2011
12/30/1997

10/25/2010

10/25/1996
11/17/2011

05/28/1992

11/13/1981
12/15/2006

12/15/2006

Titles in English

TVPP (patent application}

Patent

Plant patent

Plant patent application

S.L.R.

Published application (pre-grant}
Design Patent

Patent application

Industrial design application

Utility model application

Inventors Certiivates and
patents

Utility Solution

Public application

Later or corrected publication
Public application

Patent

Applicant, inventor, title until
publ. date 761231 in Serbo-
Cratian, from 770228 (No.
33426) onwards title in English

Publication of patent application
Registered patent
Petty patent
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x X X x

1/28/1975
10/11/1932
08/02/2001
08/02/2001
12/03/1985
3/15/2001
4/25/1916
2/23/2000
01/31/2002
1/31/2002

07/06/1984

9/24/1989
10/19/1978
08/02/1979
2/28/1973

2/28/1973

03/03/2006
01/08/1996
03/03/2006

4/20/1976
11/15/2011
11/08/2011
11/10/2011
09/06/2011
11/17/2011
11/15/2011
10/31/2011
10/31/2011
10/31/2011

4/25/1997

10/25/1996
11/10/2011
11/17/2011
5/28/1992

5/28/1992

12/15/2006
5/25/2006
12/15/2006
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South X
ZA Afri Patents 09/06/1968 10/27/2010 Patent X 09/06/1968 10/27/2010
rica

M Zambia Patents X 10/16/1968 05/25/1994  Patent X 10/16/1968 5/25/1994

Public application (Titles in

ZW  Zimbabwe Patent Applications X 09/03/1980 01/25/1995 .
English, IPC up to subclass level}

09/03/1980 1/25/1995
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Phu luc 5: Cac biéu thirc tra cllu dé tim

kifm patent va don dang ky sang ché

thé gigi lien quan dén cac hgp phan
hoat tinh cla cac vacxin phong bénh
nhiém khuan

1. Céac biéu thirc dua trén chi sé phan loai

DE hiéu duoc ngdn ngit cla biéu thirc, xem cac phu luc

BIEU THU'C 1: Cac chi s6 IPC

IC=(A61K39/00? OR A61K39/1* OR A61K39/2* OR A61K39/02 OR A61K39/04 OR A61K39/05 OR
A61K39/07 OR A61K39/08 OR A61K39/09 OR A61K39/0?? OR A61K39/40 OR A61K39/42)

25144 két qué

BIEU THU'C 2: Cac chi s6 USPC

UC=(424/185.1 OR 424/185.1 OR 424/186.1 OR 424/187.1 OR 424/188.1 OR 424/189.10R
424/19?.1% OR 424/20?.1 OR 424/21?.1 OR 424/22?.1 OR 424/23?.1 OR 424/24?.1 OR 424/25?.1 OR
424/26?.1 OR 424/270.1 OR 424/271.1 OR 424/272.1 OR 424/273.1 OR 424/813 OR 424/814 OR
424/815 OR 424/816 OR 424/817 OR 424/818 OR 424/819 OR 424/820 OR 424/8210R 424/822 OR
424/823 OR 424/824 OR 424/825 OR 424/826 OR 424/827 OR 424/828 OR 424/829 OR 424/830 OR
424/831 OR 424/832)

10792 két qud

BIEU THU'C 3: Cac chi s6 ECLA

EC=(A61K39/00A OR A61K39/00B OR A61K39/00C OR A61K39/002 OR A61K39/005 OR A61K39/008
OR A61K39/01? OR A61K39/02? OR A61K39/02?? OR A61K39/04 OR A61K39/05 OR A61K39/07 OR

A61K39/08* OR A61K39/09* OR A61K39/1* OR A61K39/2* OR A61K39/40 OR A61K39/42)
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7493 két qud

BIEU THU'C 4: FI chia Nhat Ban

JCI=(A61K39/00? OR A61K39/0?? OR A61K39/02 OR A61K39/04 OR A61K39/05 OR A61K39/07 OR
A61K39/08* OR A61K39/09* OR A61K39/1* OR A61K39/2*)

5032 két qua

Nhu néu trong phan gidi thiéu chién lvoc tra ctru, viéc két hop cac biéu thirc nay duoc xay dwng bdi cac
chi sé phan loaitaora tap hop 1

BIEU THU'C 5: biéu thirc dwa trén su két hop cac chi s6 phan loai

query 1 OR query 2 OR query 3 OR query 4

Tép hop sdng ché 1=28299 két quéd

2. Biéu thirc dua trén cac ter khoa - Tap hop sang ché 1

Dé& hiéu duwoc ngdn ngit cla biéu thirc, xem cac phu luc

BIEU THU'C 6: biéu thirc dung dé& 1am sach tap hop sang ché 1

TAC=(vaccine% OR vaccin% OR vaccina* OR vacina* OR vacuna* OR impstoff* OR impftoff* OR
vakzine OR vaksine OR immunis* OR immuniz* OR immunogenic OR immunogen% OR prevent* OR

prophyla* OR protect*) OR DSC=(vaccine% OR vaccin% OR vaccina* OR impstoff* OR vaksine) OR

TAC=((elicit* OR generat* OR induc* OR trigger*) W5 (immun* response)) OR FT=(# &) OR

FT=("21) OR FT=("J 7 F /) OR FT=(BakuuHa)

Céc két qua giao nhau vdi tp hop sang ché1 dé loai b tat ca cac patent va don dang ky sang ché rd
rang khong lién quan dén vacxin va thu duoc tap hop sang ché 2

BIEU THU'C 7: tap hop sang ché 2
Biéu thirc 5 VA biéu thirc 6
Tép hop sdng ché 2=22745 két qua

3. Biéu thic dua trén céac tor khda — Tap hop 2A

Vac xin phong ngtra cdc bénh truyén nhiém chon loc - 2012

172



Dé thu duoc tap hop sang ché 2A, tp hop sang ché 2 giao nhau véi cac biéu thirc dya trén tir khda rat
lién quan. Rat nhiéu tir khéa dugce kiém tra dé xay dung cac biéu thirc tir khda sau cé thé tim céc patent
va don dang ky sdng ché vdi ty 1é phan trdm cé lién quan cao.

BIEU THU'C 8: TAC=((immunis* OR immuniz*) WF1 against) AND TAC=(seq id)

BIEU THU'C 9: TA=((prevent* OR protect*) W10 (vaccin* OR antigen* OR immunis* OR immuniz*))
BIEU THU'C 10: TAC=(vaccin% OR vaccine%) AND TAC=(seq id)

BIEU THU'C 11: TA=(Bacterin*)

BIEU THU'C 12: TA=((attenuat* OR inactivat® OR killed OR live OR virulent OR avirulent) AND (Strain%
OR *virus OR bacter* OR viral))

BIEU THU'C 13: TA=((Elicit* OR Generat* OR Induc* OR Trigger*) W5 (Response))
BIEU THU'C 14: TA=((conjugate* WF1 (vaccin% OR vaccine% OR vaccina*)) AND NOT schedul*)

BIEU THUC 15: TA=(subunit WF1 (vaccin% OR vaccine% OR vaccina*)) AND NOT Tl=((adjuvants for) OR
(vaccine adjuvants) OR dose OR intranasal OR somatostatin OR cream OR amphipat*)

BIEU THU'C 16: Tl=(recombinant WF2 (vaccin% OR vaccine% OR vaccina*))
BIEU THU'C 17: TA=((vaccin* OR immuniz* OR immunis*) W5 against)

Céc biéu thirc cd cac tir khda rat lién quan duoc két hop (biéu thirc 18) va sau dé giao nhau véi tap
hop sdng ché 2 dé thu duwoc tp hop sang ché 2A (biéu thirc 19)

BIEU THU'C 18: cac bi€u thirc dwa trén su két ho'p cac tir khéa rat lién quan

bidu thirc 8 OR biéu thirc 9 OR biéu thirc 10 OR biéu thirc 11 OR biéu thirc 12 OR biéu thirc 13 OR biéu
thirc 14 OR biéu thirc 15 OR biéu thirc 16 OR biéu thic 17

51608 két qué

BIEU THU'C 19: tap hop sang ché 2A
biéu thirc 7 VA biéu thirc 18

Tép hop sdng ché 2A=11276 két qud

- Sau d9, tap hop sang ché 2A (chra 11276 patent va don dang ky sang ché) d3 duogc lam sach béi céc
biéu thirc tir khda chira t6 hop céc tir khda khdng lién quan dién hinh dé thu dugc nhdm céc patent va
don dang ky sdng ché cd lién quan thi nhat

Nhiéu tir khéa dwoc kiém tra dé xay dung cac biéu thirc chira cac tir khéa khong lién quan dién hinh
ma d3 dwoc 1am sach tap ho'p sang ché 2A.
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BIEU THU'C 20: TAC=(((cancer OR tumo%r OR carcinom*) W2 (antigen* OR peptid*)))

BIEU THU'C 21: Tl=adju* AND NOT ((TI=(adjuvanted OR adjuvated OR adjuvanting OR (adjuv* with))) OR
PN=(US2009110699 OR US2003091595 OR W09848836 OR US5733555 OR US2004101534 OR
US2002172692 OR US2004101534 OR US2002172692 OR US2004151734 OR CN101690810 OR
CN1562363 OR CN101063142 OR US2002131980 OR US6573245 OR US4567042 OR US2006104943
OR US2003064078 OR W010094663 OR US2009220522 OR US2011195091 OR W0O0056358 OR
US4285930 OR CN101745104 OR CN101024080 OR W009069447 OR W009069448 OR
US2002058046))

BIEU THU'C 22: Tl=(deliver* AND NOT (meningococcal OR papilloma OR tuberculosis OR anthrax OR
epstein OR anguillarum OR (hiv vaccine)))

BIEU THU'C 23: TI=((cell line%) OR cultur* OR matri*) AND NOT (TI=(vaccin* OR immunogenic OR
attenuat® OR avirulent OR inactivat®) OR AB=(vaccin* AND (attenuat® OR immuniz* OR immunis*))
OR CL=(vaccin* AND (immuniz* OR immunis* OR seq OR immunoprotec*)))

BIEU THU'C 24: (TI=(stabilizer) AND NOT TAC=((immunogenic composition*) OR (vaccin* preparation)
OR (vaccin* composition*) OR (live WF2 vaccin*))) OR (Tl=(stabili* AND (formulation OR cassette OR

conformation OR antibody*))) OR (TA=(stabili* AND packaging) AND NOT TI=(vaccin* composition*))

OR (TI=stabili* AND NOT TAC=(vaccin* OR immunogenic OR inactivat* OR attenuate*))

BIEU THU'C 25: TI=(device% OR needle* OR microneedle* OR inject* OR apparatus* OR pen OR
semiconductor* OR stent* OR catheter* OR magnetic OR automatic) AND NOT (TA=(((vaccin*
composition%) OR (immunogenic composition%)) AND infect*) OR (TAC=(seq id) AND Tl=vaccin*) OR
Tl=(vaccin* against) OR TI=(injectable vaccine) OR Tl=((viru* OR vira* OR viro* OR viri*) WF1 vaccin*)
OR TA=prophylac* OR Tl=attenuat*)

BIEU THU'C 26: Tl=(cream% OR tablet% OR aqueous OR solvent% OR gel% OR powder* OR oil# OR water
OR emulsi* OR dry OR dried) AND NOT (TAC=(immuniz* OR immunis* OR ((elicit* OR generat* OR
induc*) WF3 immun*)) OR TA=(vaccin*) OR TA=(bacterin*) OR TAC=((attenuated OR avirulent ) AND

strain*))
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BIEU THU'C 27: Tl=(crohn OR alzheimer OR (immune disease%) OR (autoimmune disease) OR
neurotoxicity OR amyloid* OR arthritis)

BIEU THU'C 28: Tl=cancer* AND NOT Tl=(hpv OR papilloma)

BIEU THU'C 29: Tl=(allergen* OR (adenoviral vectors) OR (adenovirus-based methods))

BIEU THU'C 30: (TA=probiotic OR Tl=allerg*) AND NOT Tl=vaccin*

BIEU THUC 31: (TA=((graft* OR xenograft* OR implant% OR transplantation* OR immunosuppressor OR
rejection OR (down regulation))) AND NOT ((TAC=(((vaccin* composition%) OR (immunogenic

composition%)) AND infect*)) OR (TAC=(seq id)) OR TI=((vaccin* against) OR ((viru* OR vira* OR viro*
OR viri*) WF1 vaccin*)) OR (TA=prophylac*) OR (TAC=(elicit* W5 response)) OR Tl=(attenuat* OR
(immune response))))

BIEU THU'C 32 (TI=((model%)) AND NOT (TAC=(seq id) OR (TI=(prevent*)) OR (TA=(antigen* AND
(immune response))) OR (TA=(vaccine against))))

BIEU THU'C 33: (TI=((bioreactor% OR reactor% OR industrial OR (large scale) OR (mass production))) OR
(AB=((bioreactor% OR reactor%)) AND (Tl=(method OR process))))

BIEU THU'C 34: (IC=A61P35 AND TAC=((treat* OR therap*) AND NOT (prophyl* OR prevent*)))

- Cac biéu thirc chira cac tir khoa khong lién quan dugc két hop (biéu thire 35) va sau d6 cho giao nhau
v&i tap hop 2A dé thu dwoc nhém cac don va bang sang ché dau tién (biéu thirc 36)

BIEU THU'C 35: su k&t hop céc bidu thire tir khéa khdng lién quan dién hinh

query 20 OR query 21 OR query 22 OR query 23 OR query 24 OR query 25 OR query 26 OR query 27
OR query 28 OR query 29 OR query 30 OR query 31 OR query 32 OR query 33 OR query 34

Hon 100 000 két qud

BIEU THU'C 36: nhém cac patent va don dang ky sdng ché cé lién quan va cé gia tri dau tién

bi€u thirc 19 AND NOT biéu thirc 35

9762 két qua

- Tai thoi diém nay, nhém d3u tién véi tdng cdng 9762 cac patent va do'n ding ky sang ché da duoc
xac dinh

4. Biéu thuc dya trén tir khda — Tap hop séang ché 2B
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Dé thu duogc tap hop sang ché 2B, tap hop sang ché 2A duoc di chuyén khdi tap hop sang ché 2. Sau do,
I3p lai cac biéu thirc chira tir khda d3 dwoc chon ra khdi cac tai liéu cé lién quan hodc loai bd céc tai liéu
khong lién quan d3a dung, diéu nay lam gidm dan s6 lugng cac tai liéu con lai dé phan tich trong tap hop
sang ché& 2B. Dan dan, cac budc nay dan d&n mdt nhdm mdi cac patent va don ddng ky sang ché cé lién
quan.

BIEU THU'C 37: téip hop sdng ché 2B
biéu thirc 7 AND NOT biéu thirc 18
11474két qua con lai can phdn tich

- tép hop sdng ché 2B (chira 11474 patent va don dang ky sang ché&) dwoc |am sach [an dau bang céc
biéu thirc tra ctru chira tir khéa bao gdm cac tap hop céc tir khda khdng lién quan (biéu thirc 38)

BIEU THU'C 38: I3p lai 1 — loai bo cac patent va don ding ky sang ché khong lién quan bang cach s
dung cac biéu thirc chira cac tir khéa khéng lién quan dién hinh

biéu thirc 37 AND NOT biéu thirc 35
con lai 9058 két qua con lai @€ phdn tich

Sau budc nay va ddi véi cac budce ti€p theo cla quy trinh 13p lai, cac biéu thirc cé lién quan chira tir khda
(ma phai chi tim cdc patent va don dang ky sang ché cé lién quan) d3 tim dwoc ca cac patent va don
dang ky sang ché khong lién quan. Cac patent va don dang ky sdng ché khéng lién quan nay dugc xac
dinh bang cach sang loc van dung tri éc va sau d6 dugc lvu vao mot danh muc dé cé thé loai bd ching
mot cach dé dang (danh muc “céc sang ché khong lién quan”). D& don gian hda viéc trinh bay chién luoc
tra clru nay, tp hop cac ho sang ché cé trong INPADOC khéng lién quan duwoc loai bd & budc ti€p theo
(biéu thirc 39)

BIEU THU'C 39: 13p lai 2 — loai bé danh muc “cac sang ché khong lién quan”

bi€u thirc 38 AND NOT danh muc ”cdc sang ché khdng lién quan”

con lai 8594 két quéd cén phén tich

BIEU THU'C 40: I3p lai 3 — 13y lai nhém d3u tién céc patent va don ding ky sang ché cé lién quan
bi€u thirc 39 AND TAC=(prevent* WF9 infect*) AND TA=(vaccine* OR antigen* OR immunogen*)
335 sdng ché déng dang dwoc xdc dinh va logi bé ra khéi biéu thire 39

con lai 8259 két quéd cén phén tich

BIEU THU'C 41: 13p lai 4 — 13y lai nhém thi hai cac patent va don dang ky sédng ché cé lién quan

bi€u thirc 40 AND TA=((vaccine* composition*) OR (immunogenic* composition*)) AND TAC=((prevent*
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OR protect*) WF9 infect*)

21 sdng ché déng dang duoc xdc dinh va loai bé ra khéi biéu thire 40

con lgi 8238 két qua can phdn tich

BIEU THU'C 42: I3p lai 5 - 13y lai nhém thi¥ ba cac patent va don ding ky séang ché c6 lién quan
bi€u thirc 41 AND TA=(elicit* OR generat* OR induc* OR trigger*) W5 (re%ponse*)

66 sdng ché déng dang duroc xdc dinh va loai bé ra khéi biéu thirc 41

con lgi 8172 két qud can phdn tich

v3i budc tiép theo, dé don gidn hda viéc trinh bay, cac budc 13p lai cé thé dugc nhom lai va trinh bay
vao trong cung mot biéu thirc (biéu thirc 43, biéu thirc 44 va biéu thirc 45)

BIEU THU'C 43: I3p lai 6 — loai bd cac ho sang ché khong lién quan bang cich sir dung mot chudi cac
biéu thirc clia cac tir khéa khéng lién quan dwoc trinh bay dwéi day

- TI=(assay% OR immunoassay% OR microassay%) AND NOT TAC=vaccin*

- TAC=(large scale) W5 (produc* OR manufactur*)

- TAC=(enhanc* immun¥*)

- TAC=autoimmun* OR (auto immun*)

- TAC=allerg*

- TAC=inflammat*

- TA=cytokine*

- TAC=((modulat* OR enhanc*) WF2 immun*) OR immunomodu* OR (immuno modu*) OR
immunostimu* OR (immuno stimu*)

- TAC=immunopotentia* OR (immuno potentia*) OR (immune potentiatio*)

- TA=(scleros* OR leukemi* OR leukaemi* OR lymphom* OR tumor* OR tumour* OR diabet*
OR head*) AND NOT (HPV OR papilloma*)

- TAC=(treat* OR therap*) AND NOT (vaccin* OR prevent* OR prophyla* OR immuniz* OR
immunis*)

- TA=(anticancer* OR (anti cancer*) OR cancer* OR neoplasm* OR melanoma* OR
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antineoplas™® OR (anti neoplas*) OR antitumor* OR (anti tumor*) OR antitumour* OR (anti

tumour*) OR obesity OR healing) AND NOT (HPV OR papilloma*)

biéu thirc 42 AND NOT chudi cac biéu thirc duya trén cac tir khda khdng lién quan duoc trinh bay trén

day

con lgi 5618 két qud can phdn tich

BIEU THU'C 44: 13p lai 7 - I3y lai nhém thi tu cic ho sang ché c6 lién quan bing cach sir dung mét tap

hop cac tlr khéa co lién quan dworc trinh bay dwéi day

- TAC=(elicit* OR generat* OR induc* OR trigger*) WF5 (immune re%ponse*)

- TAC=((prevent* OR protect*) WF5 infect*) AND TA=(vaccin* OR immunogen* OR antigen*
OR immuniz* OR immunis* OR prophylac*)

- TA=((virus like particle*) OR vlp OR vlps) AND TAC=(vaccin* OR immunogen* OR antigen* OR
immuniz* OR immunis* OR prophylac*)

- TAC=((immunogenic composition*) OR (vaccine* composition*) OR (immunizing
composition*) OR (immunising composition*)) AND (immuniz* OR immunis* OR prophylac*
OR prevent* OR protect* OR (immune respons*) OR vaccinat* OR ((elicit* OR generat* OR
induc* OR trigger*) WF5 re%ponse*))

- TAC=(elicit* OR generat* OR induc* OR trigger*) WF5 (immune OR re%ponse*)

- TAC=immunogen% AND (virus* OR infect* OR parasite* OR bacteri* OR mycobacteri* OR
salmone* OR hiv OR influenz*) AND (protect* OR prevent*)

- TAC=((conjugate% OR glycoconjugate%) WF1 (vaccine* OR antigen*)) AND (virus* OR infect*
OR parasit* OR bacteri* OR mycobacteri* OR salmone* OR HIV OR influenz*)

- TAC=((conjugate% OR glycoconjugate%) WF1 (vaccine* OR antigen*)) AND (virus* OR infect*
OR parasit* OR bacteri* OR mycobacteri* OR salmone* OR HIV OR influenz*)

- (TAC=(((immunizi* OR immunisi*) WF1 (subject% OR host% OR patient% OR man% OR
human% OR woman% OR animal%)) AND (virus* OR infect* OR parasit* OR bacteri* OR

mycobacteri* OR salmone* OR HIV OR influenz*)))
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- (TAC=((protective OR protection) W1 (antigen% OR immunity OR antigenic)))

- (TA=((strain* OR antigen%) AND (vaccin®* OR immuniz* OR immunis*)))

biéu thirc 42 AND NOT chudi céc biéu thirc dua trén céc tir khda lién quan duoc trinh bay trén day
1624 sdng ché ddng dang duworc xdc dinh va loai b ra khdi biéu thirc 43

con lgi 3994 két qud cén phén tich

BIEU THU'C 45: I3p lai 8 — loai bd cac ho sang ché khong lién quan bang cich sir dung mot chudi céc
biéu thirc clia cac tir khéa khéng lién quan dwoc trinh bay duéi day

- TAC=monoclonal

- TI=antibod*

- TA=antibod* AND NOT Tl=(immunogenic OR immunization OR immunisation OR
immunogen% OR prophyla* OR vaccine* OR vaccino*)

- TI=(detect* OR diagnos*) AND NOT (immunogenic OR immunization OR immunisation OR
immunogen% OR prophyla* OR vaccine* OR vaccino*)

- TI=(medicament% OR medecine% OR compound%)

biéu thirc 44 AND NOT chudi cac biéu thirc dya trén cac tir khéa khong lién quan duoc trinh bay trén
day

con lai 2883 két qud cén phén tich

BIEU THU'C 46: 13p lai 9 — 13y lai nhém th&r ndm céc patent va do'n dang ky sang ché c¢6 lién quan

biéu thirc 45 AND TAC=((stimulat*) WF5 (immune re%ponse*)) AND NOT (treat* OR therap*)

14 sdng ché d6ng dang duoc xdc dinh va logi bé ra khéi biéu thirc 45

con lai 2869 két quéd cén phén tich

BIEU THU'C 47: I3p lai 10 — loai bd cac ho sang ché

bi€u thirc 46 AND NOT TA=(treat™ OR therap*) AND NOT TAC=(vaccin* AND (prevent* OR prophyla* OR
immuniz* OR immunis* OR immunogenic))

con lai 2255 két qud cén phén tich

BIEU THU'C 48: 13p lai 11 — 18y lai nhém thir sdu cic patent va do'n dang ky sang ché c¢é lién quan
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bi€u thirc 47 AND TA=(immunogenic WF1 influenza)
2 sdng ché ddng dang duoc xdc dinh va loai bé ra khdi biéu thirc 47
con lgi 2253 két qud can phdn tich

Trong giai doan nay khdng con biéu thirc dya trén tir khdéa nao |a hitu ich di dé loai b hodc Iay ra cac
ho sang ché khéng lién quan hodc cé lién quan. Viéc xem xét can than dwoc thyc hién trén vi du, cac ho
sang ché& con lai d& phan tich nham wéc lwong ty 1é phan trdm cé lién quan cla cac ho sang ché hién cé.
NéEu nhu ty & phan tram nay thdp hon 10%, thi theo qui dinh cda WIPO sé& quyét dinh loai bd toan bd
tap hop cac ho sang ché con lai

- Viéc nay két thic quy trinh ldp lai lién quan dén tdp ho'p sang ché 2B. Nhém thir hai gom 2062
patent va don diang ky sang ché cé lién quan d3 dwoc phé chuan

5. Nghién ctru dé phé chuén chién luoc tra ciu

Céc chi s6 IPC dwoc nghién cliru dé€ xac nhan va phé chuin thuyc té 1a chi mdt phan rat nhd céc patent va
don dang ky sang ché khdng dugc phan loai vao céc chi sd phan loai d8 dwoc chon. Vi céc chi sé IPC bao
trum phan 1&n céc patent va don dang ky sang ché so véi cac chi s6 phan loai dang khac, cac buéc tiép
theo chi 1a viéc tién hanh tra ciru bang cach st dung chi s IPC. Bang cach sang loc phan loai IPC, xuat
hién phan nhdom chinh CO07K14 tap hop céc ho sdng ché bao ho peptit. Vi cac khdng nguyén phan I&n ¢
ngudn goc tir peptit, nén can quyét dinh nghién ctru nhém chinh nay. Tuy nhién, phan loai nay khdng chi
bao gdbm cac sang ché& yéu cau bao ho viéc sir dung vacxin; do vay cac chi s& phan loai ndy can két hop
v@i cac chi s6 IPC (hodc tir khda) nhu A61P31 hodc A61P33 ma lién quan dén viéc si dung tiém nang
vacxin. Cac chi s6 IPC nay duoc dua ra dudi day.

Phan loai sdng ché& qudc té (IPC)

Chon céac phan nhém phu cta phan nhém C07K14 twong trng vé&i peptit c6 nhiéu hon 20
axit amin dac trwng cho cac bénh nhiém khuan

Céc vi du, chon cac phan nhém cha nhém C07K14: CO7K 14/005 (tir virut), CO7K 14/21 (tw
Pseudomonadaceae)

Céc vi du, vé khong chon cac phan nhém cia nhém C07K14: CO7K 14/49 (yéu t6 tang trudng thu dugc
tir tiéu cau (PDGF)), CO7K 14/65 (cac yéu td ting trudng giéng (inulin Somatomedins), vi du, IGF-1,
IGF-2)

A61P31 (Chéng nhiém khuan, tiec 1a khang sinh, chat khir trung, hoéa tri liéu) va A61P33
(Céc chat diét ky sinh trung) va cac phan |&p twong (rng cua ching

Lwu vy 13 cac chi s& IPC nay lién quan dén cac bénh nhiém khuan, nhwng méc du su két hop cta ching
van khéng hoan toan dic trwng cho vacxin (vAn con cé cac sang ché bao ho cac peptit dung dé diéu tri
bénh, cac tadc nhan diéu bién mién dich ...)
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BIEU THU'C 49: Céc chi s8 IPC dug'c nghién ctru khac

(IC=(C07K14/00? OR CO7K14/0?? OR C07K14/01 OR CO7K14/02 OR C07K14/03 OR CO7K14/04 OR
C07K14/05 OR C07K14/06 OR CO7K14/07 OR CO7K14/08 OR CO7K14/09 OR CO7K14/1?% OR
CO7K14/2?% OR C07K14/3?% OR CO7K14/40 OR CO7K14/44% OR CO7K14/45%)) AND (IC=(A61P31 OR
A61P33))

con lai 5778 két qua

Tl cac két qua duoc loc ra tir tat cd cac két qua tim dwoc théng qua cac chi s6 phan loai d3 dugc chon
va da duogc phan tich (biéu thirc 5).

BIEU THU'C 50: Céc chi s& IPC d3 dwoc nghién ciru khac khéng cé cac chi s& phan loai d3 dwoc phan
tich

biéu thirc 49 AND NOT biéu thirc 5
1279 két quad

Sau do, két qua nay duoc giao cat vai tap hop cac bidu thirc cla céc tir khda céd mire dd lién quan cao
(biéu thirc 18) va duoc lam sach bdi tap hop céc biéu thirc cla cac tir khda khong lién quan (biéu thirc
35) nham Iam néi bat cac ho sang ché cé kha ndng lién quan.

BIEU THU'C 51: Céc chi s8 IPC d3 dwoc nghién ciru khic — tp hop cac séang ché c6 kha ning lién quan
(biéu thirc 50 AND biéu thirc 18) AND NOT biéu thirc 35
77 két qua

K&t qua nay cho thay cé rat it cac patent va don dang ky sdng ché khdng dugc tim thay béi cac chi s
phan loai d3 dugc chon [an th& nhat (biéu thirc 5)

Méc du s6 luvong cac don va bang sang ché lién quan tim dwoc théng qua céc chi s8 IPC dugc nghién ctru
khac khéng cé tinh dai dién so vdi khéi lugng co sé dit liéu toan cau, céc ho sdng ché nay cling dwoc dua
vao co s& dit liéu cudi cung.

Vi vdy, phan tich nay d3 xac nhan va phé chuan chién lugc tra ciru d3 dugc thiét [ap tredce day.
6. Co sé& dir lidu cudi cung

Co s& dir liéu cudi cung vé vicxin phong bénh nhiém khuan dwoc tao ra ngay 23/11/2011 bao gom
11818 cac ho sdng ché cé lién quan c6 trong INPADOC.
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Phu luc 6: Biéu d6 ndp dan
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PLT:148 EP:581 1 29

Hinh 1 - Ban d6 céac co quan ndp don dau tién chia do'n dang ky sang ché va cac bang doc quyén sang ché yéu cau bao ho cac hoat chat cia
vac-xin phong ngira cac bénh truyén nhiém
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Ep: 4977 30
oy

PLT: 5303 EA:132

Hinh 2 — Ban d6 cac co’ quan ndp don thir hai ciia don ding ky sang ché va cac bang doc quyén sang ché yéu cau bao ho cac hoat chat cla
vac-xin phong ngira cac bénh truyén nhiém
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Hinh 3 — Ban d6 cac co quan ndp don thir hai clia don ding ky sang ché va cac bang doc quyén sang ché yéu cau bao hd cac hoat chat clia
< . by N ” ~ SA «X P 7 oA By .
vac-xin phong ngtra cac bénh truyén nhiém cé nwéc wu tién la Brazil
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Ban d6 cic co quan ndp don thir hai chia don ding ky sang ché va cac bang ddc quyén sang ché yéu cau bao ho cac hoat chat chia vac-xin
phong ngira cic bénh truyén nhidm cé nwéc wu tién 13 An Do

Vac xin phong nglra cdc bénh truyén nhiém chon loc-2012 186



Ban d6 cic co quan ndp don thir hai chia don ding ky sang ché va cac bang ddc quyén sang ché yéu cau bao ho cac hoat chat clia vac-xin
phong ngira cac bénh truyén nhiém cé nwéc wu tién 1a Trung Qudc
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Hinh 4 - Ban d6 cac co quan ndp don dau tién clia do'n dang ky sang ché va cac bang doc quyén sang ché yéu cau bao ho cac hoat chat cla
vac-xin ngtra phé cau khuan két hop & nguei
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Hinh 5 - Ban d6 cac co quan ndp don thi hai clia don dang ky sang ché va cac bang ddc quyén sang ché yéu cau bao hd cic hoat chat cia vic-
xin ngira phé cau khuan két hop & nguoi
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Hinh 6 - Ban d6 cac co quan ndp don dau tién clia don dang ky sang ché va cac bang doc quyén sang ché yéu cau bao ho cac hoat chat cla
vac-xin ngira thwong han két hop & nguoi
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Hinh 7 - Ban d6 cac co quan ndp don thi hai clia don dang ky sang ché va cac bang ddc quyén sang ché yéu cau bao hd cic hoat chat cia vac-
xin ngira thwong han két hgp & ngudi
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Hinh 8 - Ban d6 cac co’ quan ndp don dau tién chia don dang ky sang ché va cac bang ddc quyén sang ché yéu cau bao hd cac hoat chat cia
vac-xin ngira bénh ciim & nguoi
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Hinh 9 - Ban d6 cac co quan ndp don thi hai clia don dang ky sang ché va cac bang ddc quyén sang ché yéu cau bao hd cic hoat chat cia vac-
xin ngtra bénh cim & nguoi
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