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1. THONG TIN CHUNG VE QUY TRINH TIEP NHAN VA XU LY HO SO
PANG KY VAC XIN

1.1. Théong tin chung vé ndp hd so ding ky vic xin:

- Hd so véc xin Pneumovax® 23 duoc ndp tai Cuc QLD ngay 12/08/2020, ma hd
so NN-36000.

- Co s0 dang ky: Merck Sharp & Dohme (Asia) Ltd. (dia chi: 27/F, Lee Garden
Two, 28 Yun Ping Road, Causeway Bay, Hong Kong).

- Co s& san xuét va dong goi cap 1: Merck Sharp & Dohme LLC, Pia chi co s&
san xuét va déng goi cép 1: 770 Sumneytown Pike, West Point, PA 19486, Hoa
Ky / Co s¢ dong g01 clp 2 va xuét xudng: Merck Sharp & Dohme B.V.; Pia chi
co s& dong gbi clp 2 va xuét xu?(mg Waarderweg 39, Haarlem, 2031 BN, Ha
Lan. - Co s& diang ky da ndp day du ho so ding ky theo qui dinh ciia hd so
ACTD, gém CAC phén: Ho6 so hanh chinh, hd so chat lugng, hd so duoc ly, ho so
lam sang.

- Tinh trang cp phép clia vic xin & cac nudce (theo két qua tham dinh cta tiéu ban
hanh chinh): M¥, Ptic, Ha Lan.

1.2. Qua trinh xir Iy hd so ding ky vic xin Pneumovax® 23, mi hd so

NN36000:
- Ngay tiép nhan ho so ding ky véc xin ctia Cuc QLD: 12/8/2020.
- S6 1an bd sung hd so ciia cong ty: 03.
- Ho so véac xin Pneumovax® 23 duge trinh Hoi déng tu van cép GDKLH thudc,
nguyén lidu lam thudc ddi véi véc xin, sinh pham - Pot hop 50 (ngay hop
15/4/2024).

- Vic xin duoc cdp GPKLH: s6 GPKLH 001310303524, theo quyét dinh sb
308/Qb-QLD, ngay 14/05/2024 ctia Cuc QLD, hiéu luc 03 nam.

2. THONG TIN SAN PHAM:

2.1. Thong tin chung vé vic xin (tén thuong mai, té€n generic, chi dinh, Ita tudi,
chéng chi dinh, lich tiém): trich tir to hudng dan sir dung véc xin da dugc phé
duyét.

- Tén thuong mai: PNEUMOVAX® 23

- Tén chung: Vic-xin polysaccharide phé cau, 23 gias 1, 2, 3,4, 5. 6B, 7F. 8, 9N,
9V, 10A, 11A, 12F, 14, 15B, 17F, 18C, 19A, 19F, 20, 22F, 23F, 33F

- Chi dinh: Vic-xin polysaccharide phé cau duoc khuyén céo dé tao mién dich
cha dong chdng lai bénh do phé cau khudn & tré em tir 2 tudi trd 1én, thanh thiéu
nién va nguoi 16n.
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- Liéu luong, cach dung: Tiém chung co ban:

Nguoi 16n v tré em tir 2 tudi trd 1én - mot liéu 0,5 ml bang céch tiém
bap hoic tiém dusi da. Khong khuyén cdo st dung véc-xin
polysaccharide phé ciu & tré em dudi 2 tudi vi d6 an toan va hiéu qua
clia vic-xin nay chua dugc xé4c dinh va dap tmg khang thé c¢6 thé kém.

Liéu dung dic biét:

Khuyén cdo rang t6t nhat nén sir dung véc-xin phé cau it nhét 2 tudn
truée phau thuat cit bo lach chon loc hodc bt dau héa tri liéu hodc diéu
tri (rc ché mién dich khéc.

Nén tranh tiém chung vac-xin trong khi hoa tri hodc xa tri.

Sau khi hoan thanh héa tri va/hodic xa tri ddi véi bénh ung thu, dép ung
mién dich ddi véi tiém ching c6 thé van bi giam. Khong nén sir dung
véc-xin sdm hon 3 thang sau khi hoan thanh liéu phap do6. Sy tri hodn
lau hon c6 thé phit hop déi v6i nhimg bénh nhan di duoc didu tri tich
cuc hodc kéo dai (xem phﬁn Canh béo va thén trong khi dung thudce).
Nhitng ngudi bi nhiém HIV (virus gdy suy giam mién dich & ngudi)
khoéng triéu chitng hodc c6 triéu ching nén dugc tiém chung cang som
cang t6t sau khi da dugc chan doan xac dinh.

Tiém chung lai:

Mot lidu don 0,5 ml bing cach tiém bap hogc tiém dudi da.

Thoi gian cu thé va nhu cau tiém ching lai nén dugce xéc dinh dya trén
céc khuyén cdo chinh thirc hién c6.

Xem phﬁn Pac tinh dugc luc hoc dé biét thong tin vé dap tng mién dich
sau khi tiém chuing lai.

Khéng khuyén céo tiém ching lai & khoang cach dudi 3 ndm do ting
nguy co phan ung bat loi. Ty 1& phan tng tai chd va, ¢ nhiing nguoi >

65 tudi, mot s6 phan tng toan than da cho thay 1a cao hon sau khi tiém
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thude.

chung lai so vdi sau khi tiém chung co ban véi khoang cach 3-5 nam
gifta cac lidu. Xem phan Tac dung khéng mong mubn cua thude.

Dir liéu 14m sang con rat han ché lién quan dén viéc str dung hon 2 lidu
véc-xin polysaccharide phé cu.

Nguoi 16n

Nguoi 1on khoe manh khong nén tiém chung lai thuong quy.

C6 thé xem xét tiém chung lai cho nhitng ngudi ¢é ting nguy co nhiém
phé cau khuan nghiém trong 1a nhimg ngudi da sir dung véc-xin phé cau
hon 5 nam trude hodc nhitng ngudi da duoc biét 1a giam nhanh nong do
khéng thé khang phé cau. Bdi voi cac nhém dbi trong duoc chon (vi du
nhitng nguoi khong cé lach) 1a nhitng nguoi duoc biét 1a c6 nguy co
cao vé nhiém phé cau khuan gay tir vong, c thé duoc xem xét tiém
chung lai ltc 3 nam.

Tré em

Tré em khoe manh khong nén tiém chung lai thuong quy.

Tré em tir 10 tudi tré 1én

C6 thé dugc xem xét tiém ching lai theo khuyén céo cho nguoi lén
(xem ¢ trén).

Tré em tir 2-10 tudi

Chi nén xem xét tiém chung lai sau 3 ndm néu tré c6 nguy co cao nhiém
phé cdu khuan (vi du nhing tré bi hoi chimg than hu, khong c6 lach
hodc bénh hdng cau hinh liém).

Cach dung

Mot liéu 0,5 ml tir mdt liéu don vac-xin polysaccharide phé cau duoc

tiém bap (IM) hoic tiém dudi da (SC).

- Chéng chi dinh: Qua man véi hoat chat hodc voi bat ky ta duoc nio cua

s %
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2.2. Tém tit thong tin lién quan chét luwgng vic xin (thanh phan cong thc,
thong tin céc nha san xuat tham gia vao qua trinh san xuét, diéu kién bao quan,
thong tin chung quy trinh san xuét, ...): trich tir ho so dang ky va két qua tham
dinh cta chuyén gia chat lugng.

- Cong thirc bao ché: mdi lidu 0,5ml c6 chira

+ Thanh phan hoat chét:

MB&i lidu vic-xin (0,5 ml) chita 25 meg ctia mdi loai trong s6 23 loai huyét
thanh polysaccharide cua phé cau khuan Pan Mach sau day: 1, 2, 3, 4, 5, 6B, 7F,
8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 17F, 18C, 19A, 19F, 20, 22F, 23F, 33F.

+ Thanh phan ta duogc: Phenol, natri chloride, nudc pha tiém -

Dang bao ché: Hon dich tiém.

- Quy trinh san xuit: Vic-xin duoc san xuét tir 16p vo cta khang nguyén
polysaccharide tinh khiét c6 ngudn gde tir 23 typ huyét thanh. Céc polysaccharide
phé ciu khuan bao gdm: 1, 2, 3, 4, 5, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B,
17F, 18C, 19F, 194, 20; 22F, 23F;:35F.

- Thong tin cac co sO san xuét tham gia vao qué trinh san Xuat:

+ Co s& san xut duoc chat: Merck Sharp & Dohme LLC, tai dia chi 770
Sumneytown Pike, West Point, PA 19486, USA (MJ)

+ Co s& san xuét va dong goi cép 1: Merck Sharp & Dohme LLC, tai dia
chi 770 Sumneytown Pike, West Point, PA 19486, USA (M)

+ Co s& dong goi cap 2 va xuat xuéng: Merck Sharp & Dohme B.V., tai dia
chi Waarderweg 39, Haarlem, 2031 BN, Netherlands (Ha Lan)

- Diéu kién bao quan: Bdo quan trong tu lanh (2°C — 8°C). Khong lam
dong da.

- GMP cia co s& san xuét: duge cong bd trén trang thong tin dién tir cua
Cuc
Quan ly Duoc 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 tUr két qua tham dinh cdc nghién ctu 1am sang dugc chuyén gia dugce 1y,
lam sang thim dinh va ghi trong bién ban tham dinh)

2.3.1. Nghién ciru vé tinh hiéu qua va tinh sinh mién dich
2.3.1.1. Hiéu qua ldm sang cia Pneumovax®23 (PPV23) dugc danh gia dva
trén hiéu qua cia cac loai vaccine it ching hon:
s %®
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- * Nghién ciru ngau nhién cé déi ching:

+ Hiéu qua bao vé cua 2 loai PPV6 (typ 1,2,4,8, 12F, 25, n=3019 nam) va
PPV12 (typ 1,2,3,4, 6A, 8, 9N, 12F, 25,7F, 18C, 46; n=2211) tiém liu don
(50pg/typ) duoc tién hanh trén cic cong nhén mo vang ¢ Nam Phi (16-58
tudi), trong d6 nhém chimg dugc tiém vaccine Meningococcal polysaccharide
typ huyét thanh A hodc dung dich Saline. Hai nhém dugc theo déi ty 1& mic
bénh viém phéi do cac chung phé cau di duge tiém ching trong vong 1 nim.
Hiéu qua bao vé cua PPV6 va PPV12 lan luot 1a 76.1% va 91.7% [Ref.
53318

P454V110], [Ref. 5.3.5.1: P315AV110], [Ref. 5.4: 03PQNR].
+ Thir nghiém 1am sang trén 9,730 tré tir 2-48 thang tudi, két qua cho thiy tré
<24 thang tudi & Chilg, liéu don PPV12 (25ug/typ) khong lam giam ty 1€ nhap
vién do c4c bénh dudng hd hép dudi, khong phan 1ap duge phé cau khi nudi

cdy cac mau bénh pham & ca nhém tiém PPV12 va nhém chung [Ref. 5.3.5.1:

P378V110].

+ Thir nghiém trén nguoi >10 tudi & Papua New Guinea, liéu don PPV 14 lam
giam ty 1& méc bénh viém phdi (duong tinh trén phim Xquang phoi). Ngoai ra,
PPV14 lam giam ty 1€ phan lép duoc phé cau gidng typ duoc tiém ching &
mau va dich hat phdi & mot sb it bénh nhan trong nghién ctru d6. Nghién ctu
nay di chung minh PPV14 da lam giam ty I¢ tir vong noi chung, ty 1€ to vong
lién quan dén ho hip va tir vong do viém phoi khong bién chimg [Ref. 5,4:
03PQP2, 03NSM2].

+ Mot phan tich tong hop ctia 9 thir nghiém ngau nhién cé ddi chimg vé PPV
da két luan rang PPV c6 hiéu qua trong viéc giam tdn sudt viém phdi do phé
cau & ngudi 16n thudc nhém nguy co thap nhung khong giam & nhém nguy co
cao voi bénh do phé cau [Ref. 5,4: 03PNCT].

+ M6t sb nghién ctru cling di ching minh hiéu qua ctia PPV & tré em va nguoi

16n ¢6 nguy co cao mac bénh do phé cau; tuy nhién, vaccine khong dugc
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chimg minh 1a ¢6 hidu qua dbi véi bénh viém tai gitra cap tinh va cdc bénh
dudmg ho hap trén thong thuong ¢ tré em [Ref. 5,4: 03PIMG].
+ Nghién ctru bénh chimg trén 2.108 ngudi M§ tir 18 tudi trd 1én bj ton thuong
mién dich, duoc tiém PPV14 hoic PPV23, cho thay hiéu qua bao vé tong thé
khoang 56%.
+ Nghién cttu bénh chiing dua trén cong ddng danh gia hiéu qua ctia PPV23
chéng lai IPD (bénh do phé ciu xdm nhép) & nhitng ngudi tir 60 tudi tro 1én,
hiéu qué cta vaccine 1a 72% dbi vai tét ca cac loai IPD va 77% d6i véi IPD
dic hiéu chung phé cdu duoc tiém ching. Vaccine c¢é hiéu qua rd rét & ca
nhitng ngudi tir 60 dén 79 tudi va nhing ngudi >80 tudi [Ref. 5,4: 03RMWG].
2.3.1.2. Nghién ctru tinh sinh mién dich:
* C4c nghién ctru trude khi cap phép:
- Vaccine don gia PPV1 (9 thtr nghiém, nhan mo, lidu don véi 12 typ
huyét thanh khac nhau). Mau méu dugc thu thép & thoi dién sau tiém 1, 2 va 6
thang. Két qua thu dugc, ngoai trlr typ 3, céc vaccine don gid déu cho nong do
khang thé tang cao >2 lan & it nhat 2/3 nguoi duoc tiém tir thang thir 2 va dugc
duy tri &n dinh dén thang thu 6.
- Vaccine da gia PPV6 (2 thtr nghiém) cling cho két qua tuong tu sau 11
thdng. - Vaccine da gia PPV12 (7 thir nghiém — 04 & nguoi 16n, 02 & tré em va
1 & ca nguoi 16n va tré em, st dung 2 céng thirc két hop 12 typ huyét thanh
khac nhau). Cac thir nghiém nay tién hanh theo doi ndng d6 khang thé trong
thoi gian 1 — 12 thang, déu cho thdy ndng do ting cao >2,8 l4n & nguoi 16n va
>1,3 14n & tré em.
- Vaccine da gia PPV12 (7 thir nghiém — 04 ¢ nguoi 16n, 02 ¢ tré em va 1
& ca nguoi 16n va tré em, sir dung 2 cong thuc két hop 12 typ huyét thanh khéc
nhau). Céc thir nghiém nay tién hanh theo di nong do khéng thé trong thoi

gian 1 — 12 thang, déu cho thdy ndng db ting cao >2,8 lan & nguoi 16m va >1,3

2%

lan O tré em.
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* Cac nghién ctiu sau khi cdp phép: 12 thir nghiém 1am sang trén céc d6i

tugng tir 2-97 tudi st dung PPV23:

- 4 thtr nghiém d4nh gia tiém nhiac lai PPV23

- 3 thur nghiém so sanh, danh gia san pham bt polysaccharide ctia quy trinh
san xuét khang nguyén méi.

- 2 thtr nghiém dé cip phép tai An Do va Nga.

- 3 thtr nghiém phdi hop vaccine khi tiém ching.

* Thir nghiém 14m sang (V110) ngiu nhién c6 d6i chimg, mu doi, trén 223

ngudi trudng thanh >45 tudi, khong co tién st tiém vaccine phé cau hoic di

nhan 1 lidu PPV14 >4 nim trude khi tiém vaccine (vao nhém tiém nhic lai va

nhém chung), tit ca duoc theo ddi trong 5 nam. Két qua cho thdy ndng do

khang thé ting tir 2.48-4.27 1an & nhém tiém nhic lai va tir 1.30-1.66 lan &

nhém chimg & thoi diém 4 tudn, nhom tiém PPV23 lan dau (25 trudng hop)

khéng dua vao phén tich. Sau 5 niam, dép tng khang thé & nhém tiém nhéc lai

thi cd tdng 18.5-

31.5% nhung & nhom ching chi tir 0-13.6%.

*Két qua tong thé nhu sau:

- Tinh sinh mién dich: ting ndng d6 khang thé >2 1an sau tiém vaccine 1

thang. - Liéu vaccine dugc thir tir 10-100 pg/typ cho thdy muc liéu tir 12.5-

50ug/typ tao mién dich tét, ngoai khoang nay thi khéng tao duoc dép tng

mién dich hodc khong cé su khac biét.

- Tiém nhéc lai vaccine: Mot thir nghiém lam sang tiém nhac lai ¢ thoi

diém tir 3-5 nam sau mii dau tién, cho thay hiéu gia khang thé & nhém nhic

lai cao hon nhom chung.

- Tinh sinh mién dich & ngudi cao tudi dugc danh gia trong 8 thir nghiém

va da duoc cong bd: Kha ning sinh khang thé & ngudi cao tudi kém hon ngudi

tré tudi, tuy nhién tinh trang kém dép tmg chi xay ra & mot nhém nho ngudi

9 )

cao tuol.
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- 'Tinh sinh mién 'dich trén nhom ngudi co ton thuong mién dich do cac
bénh man tinh dap ;’m‘g khong ¢ su khac biét voi nhom chimg khoe manh,
nhung thay d6i ¢ nhiing ngudi cé tén thuong mién dich.
- Thoi gian t(‘")nt tai ctia khang thé s& giam sau 5-10 ndm, va 'giém nhanh &
nhém tré em va nguoi gia teén 60 tudi.

2.3.2. Nghién ciru tinh an toan
Tinh an toan dugc phdi hop danh gia trong tat ca 33 thir nghiém lam sang véi
cac loai vacccine dorn gia va da gia khac nhau trén 29,000 ngudi dugce dua vao
nghién ctru va khoang 14,600 nguoi duge tiém vaccine. Ngoai ra, 12 thur
nghiém lﬁm sang sau cip phép ciing da duoc theo ddi céc tac dung phu. Tac
dung phu thudng gap nhét 1a sét (<38.9°C) va phan tng tai chd tiém (dau, thy
do, néng, sung...).
Téng hop két qua béo cdo cac phan img bat loi khi tiém vaccine 1an dau véi
PPV22 va PPV23 cho thay phan tng tai chd 1a 59/77 ngudi lon (76.6%) va
46/76 tré em tur 2-12 tudi (60.5%) thuong dién ra trong 3 ngay dau tién sau
tidm. - Nguoi 16n: Khi téng hop tat ca cac tac dung phu trong céc thir nghiém
lam sang su dung cac loai vaccine da gia tur PPV12 dén PPV23, phan tng
sung né va tdy do tai chd tiém 1a rat thuong gip véi hon mot nira déi tuong co
>1 biéu hién tai chd. Céc vaccine PPV14, PPV22 va PPV23 ¢6 lién quan dén
phan tmg tai chd tiém & khoang 76% céc truong hop. Cac ddu hi¢u xuét hién
trong ngdy thtr nhat va thuong két thiic vao ngay thu tu. Déi voi cac trudng
hop tiém nhéc lai, 75% ngudi 16n ¢6 phan tng tai chd tiém. Mac du ve ty 1€ 1a
twrong duong voi khi tiém vaccine lan dau, song cac phan tmg nay lai kéo dai
hon.
- Tré em: Ty 1& gép céc phan tmg tai chd & tré em tiém vaccine PPV12 va
PPV23 1in luot 12 78.6% va 60.5% va ciing tuong tw nhu ngudi 16n cac biéu
hién nay thuong hét vao ngay thit tu sau tiém, trén nhém tiém nhéc lai thi nhin

chung dung nap tot.
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- Dbi v6i nguoi gia trén 65 tudi, duge danh gia trong nghién ctru sau cép
phép PPV23, theo d&i 2 nhom dbi tuong tiém nhic lai v tiém lan dau trong 14
ngay sau tiém. Ty 1& céc biéu hién tai chd 1an luot & 2 nhém 1a: Ty do (33.8%
va 12.7%), dau (77% va 49.3%) va phii né (39.6% va 17.2%).

- Céac nghién ctu tiém dong thoi vaccine PPV23 véi cac vaccine ciim
khong cho thiy su gia ting céc tac dung phu va lam gidm d4p tng sinh khéng
th. Tuy nhién, khi két hop v6i vaccine Zostavax du khong gay téc dung phu
va anh huéng dén kha ning sinh khang thé ctia PPV23 nhung lai anh hudng
to1 hi€u qua cua Zostavax.

2.4. Cac ndi dung khic (néu cé):

2.5.  Két ludn, danh gia loi ich/nguy co: Chi dinh xin
dang ky trong hd so 1an nay:

+ Vaccine polysaccharide phé cau dugc khuyén céo dé tao mién dich chu dong
chéng lai bénh do phé cdu khuén & tré em tir hai tudi trd 1én, thanh thiéu nién
va nguoi lon.

+ Péi tuong: Ngudi 16n va tré em > 2 tudi.

+ Mot lidu duy nhat 0.5ml bing duong tiém bap hodc tiém dudi da.

Pneumovax 23 13 vaccine phé cau cé chira 23 loai polysaccharide dugc tinh
khiét tir 23 typ huyét thanh phé bién nhat cta phé cau khuén Streptococcus
pneumoniae.

Vaccine Pneumovax 23 (con dugc goi la PPV23) da duogc nghién curu, phat trién
lam sang tir nhitg nam 1970 — 1980, dugc FDA cép phép va dua vao thi trudng
tir nam 1983. Vaccine nay ciing dugc cap phép ¢ hon 95 quoc gia voi hon 70 tridu
lidu d& duoc phan bd toan thé gidi.

Ho so Tién 1am sang va Lam sang cua vaccine Pneumovax 23 tuan thu theo

mau ACTD.
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2.6. K&t luan ciia Hi ddng tw vin cAp GDKLH vic xin, sinh pham (Pot 50,
hop ngay 15/4/2024): Pong y cdp GPKLH hiéu lyc 03 nam cho véc xin

Pneumovax 23.
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