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BAO CAO PANH GIA POI VOI VAC XIN

Tén thwong mai cia vac xin: Influvac Tetra
Tén chung: Viac xin cim mua tr gia

So gidy diing ky luru hanh tai Vit Nam: VX3-1228-21, GPKLH dugc cip
theo quyét dinh cAp sb ding ky s6 371/QP-QLD, cAp ngay 18/06/2021

Pot 41

Béo céo déanh gia da dugc Cuc Quan ly Duoc —Bo Y té théng qua va khong bao
gom tat ca cac thong tin lién quan dén bao méat thuong mai cia thudc.
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1. THONG TIN CHUNG VE QUY TRINH TIEP NHAN VA XU LY HO SO
DANG KY VAC XIN

1.1. Thong tin chung vé ndp hd so dang ky vic xin:

- Hb so véc xin Influvac Tetra duoc ndp tai Cuc QLD ngay 10/07/2019, ma
h6 so NN-32940.

- Co s6 dang ky: Abbott Laboratories (Singapore) Private Limited (dia chi:
3, Fraser Street, #23-28, Duo Tower, Singapore 189352, Singapore).

- Co sé san xuét: Abbott Biologicals B.V., Dia chi san xuat thanh pham
Veerweg 12, 8121 AA Olst — The Netherlands/Dja chi san xuét ban thanh phim
don gia va tir gid: C.J. van Houtenlaan 36, 1381 CP Weesp, The Netherlands.

- Co s¢ dang ky da ndp ddy du hd so dang ky theo qui dinh cua ho so
ACTD, gdm céc phan: Hd so hanh chinh, hd so chét lwong, hd so dugc ly, ho so
lam sang.

- Tinh trang cAp phép ctia vic xin & cdc nude (theo két qua thdm dinh cta
tiéu ban hanh chinh): Ha Lan, Uc.

1.2. Qu4 trinh xir Iy hd so diing ky vic xin Influvac Tetra, ma hd so NN-
32940:

- Ngay tiép nhan ho so dang ky véc xin ctia Cuc QLD: 10/07/2019.
- S6 1an bo sung hod so cua cong ty: 02.

- H6 so véc xin Influvac Tetra dugc trinh Hoi dong tu van cdp GPKLH
thudc, nguyén lidu 1am thudc dbi véi véc xin, sinh phim - Dot hop 41 (ngay hop
30/5/2021).

- Vic xin dugc cdp GPKLH: s6 GPKLH VX3-1228-21, theo quyét dinh s6
371/QD-QLD, ngay 18/6/2021 cua Cuc QLD, hiéu lyc 03 ndm

2. THONG TIN SAN PHAM:

2.1. Thong tin chung vé vic xin (tén thuong mai, tén generic, chi dinh,
Ira tudi, chong chi dinh, lich tiém): trich tir t& hudng dan st dung vac xin da
duoc phé duyét.

- Tén thuong mai: Influvac Tetra

- Tén chung: Vic xin cim mua tir gia

- Chi dinh: Phong ngira bénh ciim, dédc biét la ¢ nhiing nguoi c6 nguy co

rii ro ting do bién chimg két hop. Influvac tetra duoc chi dinh cho nguoi

I6n va tré em trén 3 tudi. St dung Influvac tetra phai dugc dua trén nhitng

khuyén cédo chinh thirc.

- Liéu luong, cach dung:

Liéu luong:

Ngudi 16n va tré em trén 3 tudi: 0,5ml. Tré em dudi 9 tudi, chua tiém vic
xin cim mua, lidu thir 2 13p lai nén duoc tiém sau 4 tuan.

Duodng dung

Viéc tiém ching nén duoc thuc hién bang cach tiém bip hodc tiém sau

dudi da.
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Cén cén trong trudc khi xir Iy hodc sir dung san pham. : ’

Hudng dén vé chuén bi san pham trudc khi dung, xem phén “Céc dau hiéu
luuy va khuyén c4o”.

- Chéng chi dinh: ‘

Man cam véi cac thanh phan hoat tinh, véi bat ky ta dugc hode thanh phan
nao c6 thé chi c6 mit véi mot luong rat nhé nhu trimg (ovalbumin, protein ga),
formaldehyde, cetyltrimethylamoni bromid, polysorbat 80, hodc gentamicin.

Céc bénh nhan/tré em co triéu chimg sbt hodc nhi®m tring cép tinh s& phai
hodn viéc tiém chung.

2.2. Tém tit thong tin lién quan chit lwong vic xin (thanh phén cong
thirc, thong tin cc nha san xuét tham gia vao qud trinh sén xudt, diéu kién bao
quan, théng tin chung quy trinh san Xudt, ...): trich tir ho so ding ky va két qua
thdm dinh ctia chuyén gia chat luong.

- Coéng thuc bao ché cho mua cim Nam béan cau 2020: mdi lidu 0,5ml co6

chtra
+ Thanh phén hoat chét:
1 A/Brisbane/02/2018 (HIN1)pdm09-like strain ( 15 mcg
(A/Brisbane/02/2018, IVR-190) haemagglutinin
2 A/South Australia/34/2019 (H3N2)-like strain 15 mcg
(A/South Australia/34/2019, IVR-197) haemagglutinin
3 B/Washington/02/2019-like strain 15 mcg
(B/Washington/02/2019, wild type) haemagglutinin
4 B/Phuket/3073/2013-like strain 15 mcg
(B/Phuket/3073/2013, wild type) haemagglutinin
+ Thanh phan ta dugc:
1 Potassium chloride 0.10 mg
2 Potassium dihydrogen phosphate 0.10 mg
3 Disodium phosphate dihydrate 0.67 mg
4 Sodium chloride 4.00 mg
5 Calcium chloride dihydrate 0.067 mg
6 Magnesium chloride hexahydrate 0.05 mg
) Water for injections To 0.5 ml

Ghi chi: thong tin chung cum mua dwoc cdp nhdt thuong xuyén theo
khuyén cdo ciia WHO sau khi duge cdp gidy ddng ky luu hanh.

- Dang bao ché: Hon dich tiém.

- Quy trinh san xuat: vac xin cam mua bat hoat duge nhén giéng trong
trimg ga maéi dugc thu tinh tir cac dan ga gio khoe manh.

- Théng tin cc co s& san xudt tham gia vao qua trinh san xuat:

+ Co s& san xuit dugc chat: Abbott Biological B.V. (Pia chi: C.J. van
Houtenlaan 36, 1381 CP Weesp, The Netherlands)
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+ Co s& san xuét thanh pham: Abbott Biological B.V. (Pia chi: San Xuét
thanh phdm: Veerweg 12, 8121 AA Olst — The Netherlands; San xuét ban thanh
phdm: C.J. van Houtenlaan 36, 1381 CP Weesp, The Netherlands)

- Piéu kién bao quan: 2- 8° C (trong tu lanh). Khong duoc dong bang. Bao
quan trong bao bi gbc. Tranh anh sang..

- GMP ctia co s& san xuét: duge cong bd trén trang thong tin dién tir cua
Cuc Quan ly Dugc theo dudng link:
https://dichvucong.dav.gov.vn/DanhSachCoSoSanXuatNuocNgoaiDapUngGMP/i
ndex

2.3. Tém tit thong tin lién quan dir liéu an toan, hiéu qua cia véc xin
(trich tlr két qua thim dinh céc nghién ctru lam sang duoc chuyén gia duoc ly,
lam sang thdm dinh va ghi trong bién ban tham dinh)

2315 Tong quan vé nghién ciru lam séng:

Co day da noi dung tong quan nghién ctru lam sang theo hé so ACTD.
Influvac 1a véc xin tir gid bao gom 2 ching cim typ A va 2 ching typ B. Vic xin
duge phat trién theo khuyén céo ctia WHO, Australia vA EMA: véc xin ciim nén
bao gbm cé 2 chung B la Yamagata va ching Vietoria, nhu vay sé thém 1 ching
B s0 véi vic xin cim tam gid dd luu hanh nhiéu nam nay. Thanh phén cta vic xin
trong nghién ctru INFQ3001 & nguoi 16n nhu sau:

- A/California/7/2009 (HINI) pdm09-like virus: 15 mcg Heamaglutinin
(HA)

- A/Texas/50/2012 (H3N2)-like virus: 15 mcg HA

- B/Massachusetts/2/2012-like virus: 15 mcg HA

- B/Brisbane/60/2008- like virus. 15 mcg HA

Chuong trinh phat trién 1dm sang cta véc xin t& gia nham chuing minh
thém mot nhém chung B khéng lam anh hudng t6i tinh an toan va dap u'ng mlen
dich, ngoai ra chuong trinh 14m sang cling danh gia an toan va hiéu qua cua véc
xin & nhém tudi 3 — 17 tudi. Chuong trinh nghién ctru 1dm sang bao gbm 3
nghién ctru thir nghiém ldm sang ngau nhién da trung tdm:

- Nghién cru INFQ3001 duoc ‘uen hanh trén dbi trong ngudi 1én

- Nghién ctru INFQ3002 duogc tlen hanh trén déi tuong tré em 3 - 17 tudi.

- Nghién ctru INFQ3003 dugc tién hanh trén ddi tuong té em tir 6 thang - 3
tudi (Pang tién hanh)

2.3.2. Tom tat vé lam sang (tém tat nghién ciru 1Am sang ciia thude,
nghién ciru vé an toan, hiéu qua):

ba cung cap diy di hd so ACTD cho nodi dung nay.

Tém tit vé hiéu qua:

Vic xin duoc dénh gia hiéu qua thong qua chi s6 chinh 1a hiéu gia khéng thé cta
tung chung khi so sanh Vol vdc xin tam gid d luu hanh. Hiéu qua duoc danh gid
O cac lta tu01 tir 3-17 tudi, trén 18 tudi trong 2 nghién ctu thir nghiém 14m sang
pha III ngu nhién mu déi, da trung tam. Nghién ctru khong thua kém dugc lya
chon trong thiét ké nghién ctru & ca 2 nghién clru nay, voi bién khéng thua kém 1a
1,5, duoc danh gié 1a phu hop véi cac hudng dan hién hanh cia FDA va EMA vé
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lua chon bién khong thua kém. Két qua hidu qua nghién ciu dugc trinh bay ¢
muc 2.3.3.

Tém tit vé an toan:

Dit liéu an toan duoc béo céo tap hop tir 2 nghién ctru thur nghiém lam sang
pha TIT d6i véi céc lta tudi tir 3-17 tudi va tir 18 toi tré lén. Hau hét cac phan
ung phu xuét hién trong 3 ngay dAu, chu yéu 12 AE nhe, AE phd bién nhét 1a dau
tai chd tiém, mét moi, dau dau. Khong c6 SAE va tir vong lién quan to1 véc xin.

2.3.3. Cac bao cdo nghién ciru (giai doan 1, giai doan 2, giai doan 3, ...)

Giai doan 1: Theo hudng dan cia EMA, véc xin cum khong can dénh gia
duoc dong hoc

Giai doan 2: Khong thuc hién nghién ctru pha IT do ché d9 liéu duge tuan
thi theo hudng dan ctia WHO va dugc dién chau Au.

Giai doan 3:

C6 2 nghién ctru pha I1I dugc thuc hién trén céac lia tudi khéc nhau:

Nghién ctru INFQ3001:

Muc tidu: Nghién ctru pha III thyc hién trén 1980 nguoi 1on khoe manh (18
tudi trd 1én) so sanh tinh sinh mién dich va an toan cua vac xin QIV (t gid) véi
véac xin TIV (tam gia).

Thiét ké: Ngﬁu nhién, ma d6i, da trung tdm, so sanh véi vic xin hoat tinh,
khéng thua kém véi bién khong thua kém 12 1,5.

Chi sé chinh: Hidu gia khang thé trung binh cua timg ching

Chi s6 phu: Dénh gia an toan

Liéu luong: 15 mcg HA cho mdi ching virus theo khuyén cdo cia WHO
tai thoi diém tién hanh nghién ctu, 1o 0,5 ml.

Két qua: Pap ung mién dich véi do luong bing trc ché heamaglutinin (HI)
khong thua kém & timg ching so voi vac xin tam gid dd luu hanh (Xem bang
dudi). Hiéu gia khang thé duoc danh gia la dap Gng dugc tiéu chuén cia EMA
d6i v6i dap ung mién dich cua vAc xin cim, ¢ ca ngudi trudng thanh va nguoi
gia.

Strain QIV v* T]\ffoW o
N GMT N GMT Adjusted GMR
(95% CI)
A(HINI) 1511 1866 433 220.9 1.18 (1.023. 1.370)
A(H3N2) 1524  393.1 136 413.5 1.06 (0.928, 1.213)
QIV TIV vic) TIV iy QIV
B-Victoria 1521 1529 215K 142.0 0.88 (0.726, 1.071)
QIv TIV(vam) TIV yamQIV
B-Yamagata 1520  102.1 215 86.1 0.82 (0.677. 0.998)

. i =co wnterval; = AT = scometnic mean fiter; Hl = hemagglutunn
Abbreviations: €1 = confidence interval; GMR = geomeing Iean rano, GMT =g 1 titer; HI'* 28
mhibition: N — number of subjects with nonnussing data: QIV = quadrvalent nfluenza vaccine; TIV = trivalent influenza
vaccine: Vic = Victona; Yam = Yamagata

* M titer data of the two trivalent formulations were pooled for the Two A-stams

V& mit an toan: Khong c6 SAE dugc dénh gid la lién quan t6i véc xin va
khdng c6 tac dung phu khi theo ddi sau 6 thang. An toan duogc danh gia la tuong
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tu gitra vac xin tr gid va tam gid ké ca & quén thé nguoi 16n hodc quan thé nguoi
gia.

Nghién ctru INFO3002:

Muc tiéu: Nghién ctru pha III thyc hién trén 1200 tré em khoe manh (3 den
17 tudi) so sanh tinh sinh mién dich va an toan cta vac xin QIV (tr gia) voi véc
xin TIV (tam gia).

Thiét ké: Ngau nhién, mu déi, da trung tdm, so sanh voi véc xin hoat tinh,
khong thua kém vai bién khong thua kém 1a 1,5.

Chi so chinh: Hiéu gia khang thé trung binh cta ting chung

Chi sé phu: Thay d6i hiéu gia khang thé so v6i ban ddu, ti 1& chuyén doi
huyét thanh, danh gia an toan.

Liéu lugng: 15 meg HA cho mdi chung virus theo khuyén cdo ctia WHO
tai thoi diém tién hanh nghién ctu, tiém 1 14n hodc 2 1an cach nhau 28 ngay.
Két qua: Pép tmg mién dich v6i do luong bang trc ché heamaglutinin (HI) khong
thua kém ¢ tirng ching so voi véc xin tam gia d& luu hanh (Xem bang duéi).

1Y o TV J OIV
Strain - ooy -~ 55 YT,
N GMT N GMT adjusced QMR (95% CI)
a S S 2 y' =y eI}
A(HINL) 33e 548.9 774 6Z2.2 1.2 (0.88, 1.3¢]
A{E3N2) 338 1150 174 1194 1.0 (0.9%0, 1.1%)
v TIV{(Vic) TIV(Vic) /QIV
B-~Victoria 388 302.8 383 364.9 1.2 (0.98, 1.46)
IV TIV(Yam) TIV (Yam) /QIV
E-Yamagata 336 A 331 270.7 1.0 (0.81, 1.19)
Note: A:.‘]us-:d GMR and §5% C1 are calculated using ANOVA on the leg-tzansiormed 'uefs az Day
29/Day 57 with age group, center and priming status ‘neluded ew covariates in the medel.

Hote: !'Dﬂ.r"e::rnu -:.f QIV to TIV can ba concluded 2f for all four stzalins the upper limit of
the 95% CI falls below 1.5.

Hote: N = Humber of subjects with non-missing data; GMT = Geomeétric mean Licer; GMR = Geomectric
Mean Ratio. = " 1 "
Note: VEI titer data of the two trivalent formu mlations pooled for Lhe two Arstrains.

V& an toan: Khong ¢6 SAE nao duoc danh gid 1a lién quan téi véc xin,
khéng c6 truong hop nao phai ngimg nghlen cuu lién quan to1 tac dung phu. Ti 1€
tac dung khong mong muon la tuong tu gitta véc xin tr gia va tam gia.

2.4. Cac ngi dung khac (néu co):

2.5. Két ludn, danh gia loi ich/nguy co:

‘Xem chi tiét muc 2.3 néu trén. Chuyén gia dé xuat Hoi dong cap GPKLH
cho vac xin.

2.6. Két luan cia Hoi ddng tw vAn cip GPKLH vic xin, sinh phim
(Dot 41, hop ngay 30/5/2021):

Pong v cap GPKLH hiéu luc 03 nim cho véc xin Influvac Tetra.
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