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Abstract: Nowadays, biosimilars have been developed and applied in the treatment of
various diseases with the aim of reducing the drug prices compared to reference therapeutic
products and increasing patient access to treatment. In this work, we looked into the landscape
of research and development of biosimilars in Europe and USA as well as their processes
of completing the guidelines and regulations on licensing, marketing authorization, non-
clinical and clinical evaluations of biosimilars. By searching the publicly available data from
European Medicines Agency (EMA) and Food and Drug Administration (FDA) databases, all
biosimilars licensed in European Union (EU) and USA before April 2020 was identified. In
the past 13 years, EMA has been receiving more than 60 marketing authorization applications
for biosimilars of which 50 were approved in the EU market. Since the first biosimilar
approval in 2015, FDA has been granting more than 25 licensing approvals for biosimilars
of which only 11 are currently available onto the USA market. In this study, the authorization
processes of adalimumab biosimilars and their non-clinical & clinical evaluations were used
as a case study. There were totally 05 adalimumab biosimilars licensed by EMA and FDA,
which have been commercialized as 08 different medicines through duplicate marketing
authorizations. Whilst 03 of which were approved by FDA, the first adalimumab biosimilar
will not be marketed in the USA until 2023 due to exclusivity period of reference therapeutic
products (Humira). The EU biosimilar market has developed faster than USA’s, as the latter
is probably challenged by a series of patents and exclusivity periods of reference therapeutic
products which are mentioned in the up-to-date USA’s ‘Biosimilar Drug Action Plan’.
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THU'C TRANG PHAT TRIEN VA (’'NG DUNG SINH PHAM
TUONG TU TRONG Y HOC HIEN PAI
TONG QUAN QUY PINH CAP LU’U HANH CUA EMA VA FDA

Pham Vin Hung!, Poan Hiru Thién', Nguyén Hoang Tung',
Nguyén Vin Hung', Nguyén Thi Van Anh?
Vién Kiém dinh Quéc gia Vic xin va Sinh phiam y té
’Trung tam duoc ly lam sang, Dai hoc Y Ha Ngi
Nhan ngay 3 thang 1 nam 2023
Chap nhdn dang ngay 3 thang 2 nam 2023

Tém tat: Thi trudng thude sinh pham tuong tu phat trién va Gng dung diéu tri nham muc dich
tang co hoi tiép can cta bénh nhan, giam gia thanh so v6i thude sinh phdm tham chiéu gbc cua
no6. Nghién ciru nay tap trung phan tich thyc trang 16 trinh nghién ctru phét trién sinh phim
tuong tu cia Chau Au (EU) va Hoa Ky (US) va qua trinh hoan thién cac qui dinh, huéng dan
luat dang ky, cap phép, danh gia phi 1am sang va 1am sang. SO lidu thu thap tir dit liéu cong
bd ctia Co quan Duoc pham Chau Au (EMA) va Co quan Quan Iy Thuc phdm va Dugc phdm
My (FDA) vé cap nhat phé duyét cap phép thude sinh pham twong tu trudc thang 4 nam 2020..
Trong hon thap ky vira qua (13 nam), EMA di nhan duoc trén 60 don dang ky cap phép luu
hanh cho thudc sinh phdm tuong ty voi trén 50 loai thude sinh phim tuong tw dd duoc phé
duyét c6 sin trén thi truong Chau Au (EU). Ké tir 1an phé duyét thude tuong ty sinh hoc dau
tién vao nam 2015, FDA da cap trén 25 phé duyét cho thudc sinh pham tuong tur, chi c6 11
loai hién c6 trén thi truong My (US). Phan tich vi du dién hinh cdp phép sinh phim tuong
tu, danh gia phi lam sang va 1am sang tai EMA va FDA ciia 5 san pham thudc twong tu sinh
hoc adalimumab da dugc thuong mai hoa dudi dang tam loai thudc khac nhau thong qua cac
ty quyén tiép thi trung ldp. Ba trong sé ndy duoc FDA chép thuan, thudc twong tu sinh hoc
adalimumab dAu tién s& khong dugc ban trén thi truong US cho dén nam 2023 do giai doan doc
quyén cua sinh phdm tham chiéu gbc Humira.

Két qua phan tich cho thay: thi truong thudc tuong tur sinh hoc ctia EU d phit trién nhanh hon
s0 v6i ddi tac US voi 1y do bai thoi han doe quyén mot loat cac béng sang ché va bao vé s6 liéu
khoa hoc d4nh gia thir nghiém 1am sang cac loai thudc sinh hoc tham chiéu gdc ciing da duoc
dé cap trong K& hoach hanh dong thude tuong tu sinh hocy mai nhét cta US di duoc cong bo.
T khoa: Sinh phcfm twong tu, FDA, EMA, adalimumab, Humira, tinh twong tw sinh hoc.

1. Gi6i thiéu

Céc li¢u phap sinh hoc tng dung trong
diéu trj y hoc 1a cudc cach mang hoa trong
diéu tri va cham séc cho nhiéu bénh nhan
mic bénh man tinh va hiém nghéo. Tuy
nhién cac thudc sinh hoc c¢6 gia thanh cao
s& 1a rdo can vé tiép can cua bénh nhan tai
hé théng chim soc strc khoe khi cung cap

cac lidu phap dit tién nay. Khi cac bang
sang ché va thoi han doc quyén cua cac
thudc sinh hoc hét han, viéc phat trién cac
loai thudc sinh phém tuong tu ¢d co hoi
phat trién nham hudng t&i cai thién sy tiép
can cua nguoi bénh. Theo Mehr, “nhiing
sinh pham tuong ty méi noi nay dugc coi
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1a cong cu chinh dé kiém soat chi phi va
tang kha nang tiép can voi cac loai thude
sinh hoc” [1]. Mot bdo cdo nam 2019 cua
IQVIA (Durham, NC, Hoa Ky) duoc thiét
1ap theo yéu cau ctia Uy ban Chau Au da
tom tit tac dong cua sinh pham tuong ty tai
céc thi truong Chau Au [2].

Sinh pham tuong tu (Biosimilar-BS) 1a
thudc sinh hoc rat gidng véi thude sinh hoc
da dugc phé duyét, duoc goi la san phém
tham chiéu gdc (Reference Product-RP).
T6 chic Y té Thé gidi (WHO) goi 1a san
pham sinh pham trj liéu twong tu (SBPs) va
dinh nghia ching ,,rit gidng v6i san pham
sinh hoc tri liéu géc ban dau“, ,,duoc phat
trién va danh gia theo cac hudng dan quy
dinh dé dam bao so sanh dﬁy du cac dac
tinh tuong tu vé chit luong va an toan gitta
SBP v6i RBP cua n6 [3].

Lo trinh phat trién cac qui dinh phé
duyét cip phép sinh pham tuong tu tai

Chau Au (EU) lan dau tién vao nam 2005
boi Co quan Duoc pham Chau Au (EMA)
1a thudc sinh pham twong tu Omnitrope [4].
Hoa Ky (US) lan dau tién phé duyét vao
nam 2009 khi Pao luat Péi méi va Canh
tranh Gia Sinh hoc (BPCI) dugc Qubc hoi
Hoa Ky xay dung [5], cho phép Cuc Quan
1y Thuc pham va Dugc pham (FDA) phé
duyét sinh pham tuong tu 1a Zarxio dau
tién cia Hoa Ky vao nam 2015. Cac yéu
cau quy dinh ddi voi BS tiép tuc phat trién
va hoan thi¢n va mo ta tai nghién ctru bdi
Daller [4].

Vao nam 2015, mét huéng dan sta dbi
ciia EU [8] dd c6 hiéu lyc, nim 2018 ké
hoach hanh dong va phat trién thudc sinh
pham tuong tu ctia FDA di duoc thong qua
dé hd tro nghién ctru phat trién, phé duyét
va thuong mai hoa sinh pham tuong tu &
US [9]. Su phat trién theo trinh ty thoi gian
cac qui dinh, ludt cta sinh phém tuong tu

theo WHO, FDA va EMA duoc tom tat nhu hinh 1.

L4 trinh phat trién luit va huwéng din cia
Sinh phim twong tir tir 2003-2020

Biologic Patent
Transparency Act
(S.659)

Revised EMA
biosimilar guidance

WHO guidance on evaluation of
similar therapeutic products |

20201
20194
2018

20174
20164

Biosimilars Action Plan
by FDA Commisioner
S. Cottlieb

Zarxio (filgrastim),
first biosimilar
approved by FDA

2015 e
20144
20134
20124
20114

Biologics Price Competition and
Innovation Act (BCPI) passed

Development of the BPCI
(Biologics Price Competition and
Innovation Act) by US Congress

Omnitrope (somatotropin),
first biosimilar approved by EMA

Commission Directive
2003/63/EC: New category
for biological products

2010

20094
20084
20074
20064
2005

20044
20034
20024
20014

under Patient Protection and
Affordable Care Act (PPAC)

EU legal framework
and regulatory
approval pathway for
biosimilars

[Fpa]l |Ema]  [wHO]

Hinh 1: Lj trinh phit trién luit va hwéng din cia WHO, EMA va FDA déi véi
sinh phidm twong tw tir niim 2003 dén nim 2020.
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Céc quy dinh vé sinh pham tuong tu tai
cac co quan quan 1y cac qubc gia tap trung
nghién ctru danh gia chirng minh tinh tuong
tu sinh hoc gitra BS va RP cua no, do do
can c6 su dong thuan quy dinh huéng din
toan cau vé 19 trinh phé duyét cho cac sinh
pham twong tu 13 can thiét. Tuy nhién, mot
s6 khac biét duoc tim thdy giita cac cach
tiép cén cua cac co quan quan 1y ciing khéc
nhau, vi du: EMA cung cap cac hudng dan
danh riéng cho san phdm dua trén phan
loai sinh hoc trong khi FDA, co quan da
phat trién cac hudng dan cta ho mudn hon
nhiéu, a4p dung phuong phap danh gia ting
truong hop [4]. Tuy nhién, ca hai co quan
quan Iy déu c6 cac yéu cau tuong ty ddi vai
cac nghién ctru phat trién dé chimg minh
tinh twong dong sinh hoc tong thé, doi hoi
mot cach tiép can nghién cuu so sanh ‘d6i
dau’ vé ciu tric phan tu, an toan, hi¢u qua,
tinh sinh mién dich, danh gi4 tién 1am sang
va lam sang gitta Bs va BP cua no.

Céc cong ty nghién ctru phat trién thude
sinh pham tuong tu chu yéu tap trung vao
viéc thiét 1ap goi dit liéu phan tich k¥ ludng
cung cip hd so sinh hoc va hoa 1y mé rong
ctia phan tir. Cac budc cudi cung cua quy
trinh phét trién BS 14 cac nghién ciru phi
lam sang va lam sang giai doan I va giai
doan III so sanh timg truong hop nham giai
quyét moi lo ngai con lai tir cac budc trude
d6 va thiét 1ap sy giéng nhau cta hai phan
tir vé mat duoce luc hoc (PD) va duogc dong
hoc (PK) giita BS va RP ctia n6. Tong quan
quy trinh cu thé va chi tiét vé san xuit va
cac thir nghiém 1am sang da dugc xuit ban
gan day [12,13].

Gan day, gia tri twong ddi cua cac thir
nghiém hiéu qua PK so sanh trong qua trinh
danh gia da duogc tranh ludn, véi mot quan
diém méi ndi da chimg minh PK c¢6 thé so

sanh dugc, cho dén nay 1a yéu t6 quan trong
trong viéc phat trién thanh cong va phé
duyét hau hét cic thudc sinh pham tuong
tu [14,15].

Do viy, ching t6i tién hanh nghién ctru
tong quan nay nham thu thap s6 liéu dé tong
hop va phan tich cho két qua mot goc nhin
vé 16 trinh phat trién va phé duyét thudc sinh
pham twong ty ctia EU va US ké tir nim
2003 khi Chi thi caa Uy ban 2003/63/EC
dugc cong bd (xem Hinh 1). Mot muc tiéu
phu 13 tém tit va phan tich dir liéu nghién
ciru va danh gid 1am sang (nghién ctiru so
sanh hiéu qua va PK) thudc sinh pham twong
tu adalimumab va thude diéu ché sinh hoc 1a
Humira lam vi du minh ching.

2. Vat liéu va phwong phap nghién ciru

2.1. Khai thdc dir liéu

Céc dir liéu thu thap dugc tim kiém bao
gom: Cac két qua danh gia va phé duyét
sinh phém tuong tu cua cua EMA va FDA;
va thong tin vé nghién ctru phat trién thude
sinh phém twong tu adalimumab dugc thuc
hién nhu mot nghién ctru dién hinh bao
gdm cac thir nghiém phi 14m sang va 1am
sang giai doan I va III cling nhu thuc trang
stt dung vé chie dinh, nhin hang luu hanh
va tinh trang chip nhan trén thi truong &
EU va US.

* S6 lidu cap nhat phé duyét sinh phém
tuong tu cia EMA duogc thu thap trén trang
web cua EMA [16] cdp nhat dén thang 4
nam 2020 c6 70 két qua da dugc xem xét
riéng 1¢ dé thiét 1ap loai thudc tham chiéu,
ngay phé duyét va chu so hiru cho ting loai
thudc sinh pham tuong tu.

* Danh sach cac thudc sinh phim tuong
tu dugc FDA dugc thu thap trén trang web
ctia ctia FDA [18] cap nhat dén thang 4 nim
2020. Ngoai ra, viéc tim kiém tung loai thude
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sinh hoc trong danh sach da dugc thuc hién
tai ‘Drugs@FDA: FDA-Approved Drugs’
[19] dé thu thap s liéu tham khao, ngay phé
duyét va cong ty tuong ung; thu phé duyét
cho tung loai thudc sinh hoc da duoc sir
dung dé thiét lap tap sb liéu phan tich. Cubi
cung, thuc té cap nhat san phém sinh phém
tuong tu duoc cap phép trén thi truong duogc
cung cip bai trang web (Bao cdo & Péanh
gi4 thudc sinh pham tuong ty) [20].

* Nghién ctru vi du dién hinh vé thude
sinh pham twong ty Adalimumab dé phan
tich, 12 cac san pham thudc sinh pham
tuong tu da dugc cip phép luu hanh nhiéu
nhat. Ngoai ra, nghién ctru dién hinh nay
d3 minh hoa ca su gidng nhau trong con
duong tiép can thi trudong théng qua hai co
quan quan ly riéng biét va sy khac biét gitra
thi truong EU va US.

2.2. Phén tich s6 liéu va han ché ciia nghién ciru

Cac dit 1iéu thu thap duogc phan tich cho
két qua thé hién bang biéu d6 va bang két
qua bang phan mém Microsoft Excel. Tuy
nhién nghién ctru con mat s6 han ché sau:

* Dit liéu thude sinh phém tuong tu dugc
cap phép cap nhat trude 4/2020 va chua co
cap nhat tiép theo dugc dua vao phén tich.

* Dt liéu dugce thu thap tir luu trli cua
FDA va EMA, quy trinh khai thac dir liéu thu

cong nén co thé chua day di va toan dién.

* Nghién ctru tdp trung phan tich mé
hinh phé duyét thudc sinh pham twong tu
1a chinh. Cac yéu t6 quan trong khac quyét
dinh kha ning tiép can cua bénh nhan véi
sinh pham twong tu khong duoc dwa vao [2;
21; 22; 23].

* Nghién ctru thu thap s6 liéu cac sinh
pham twong tu dd dugc phé duyét boi quy
trinh tap trung cia EMA va FDA, cac dir
liéu vé quy trinh phé duyét ciia cac quoc gia
khéc chua dugc dua vao phan tich.

* Két qua phan tich dya trén dir liéu co
san cong khai cia EMA va FDA chi 1a dai
dién cho mot phén nho duoc udc tinh 1a
quan trong nhat trong cac hd so dugc giri
t61 cac co quan quan Iy qudc gia khac nhau.

3. Két qua nghién ciru

3.1. Cdp nhdt va phén tich Sinh phim twong
tw dwgc cip phép béi EMA va FDA

Thong tin dit liéu vé& cép phép sinh
phém tuong tu dugc thu thap tir dir li€u cua
EMA va FDA tinh dén thang 4 nam 2020.
Tai thoi diém thu thap EMA da nhan dugc
65 don ding ky cip phép ciung véi 16 san
pham tham khao c6 lién quan duoc trinh
bay trong bang 1.

Bing 1: Danh muc céc sinh phim twong ty dwge phé duyét béi EMA. Luru ¥ rang
Kromeya da bi rit khéi thi truong vao thang 2 nam 2020.

San pham tham | Tén sinh phiam twong tw | Ngay cap |Tén sinh pham | Ngay cip
chiéu (RP) (BS) phép tuong tu (BS) phép
Truxima (rituximab) 17722017 | Rixathon 15/6/2017
MabThera (r%tl}mmab)
(rituximab) Ritemvia (rituximab) 1372017 | Rximyo 15/6/2027
(rituximab)
Blitzima (rituximab) 13/7/2017
Eprex/Erypo Epoetin Alfa Hexal 27/8/2007
: Binocrit (epoetin alfa) 28/8/2007
(epoctin alfa) Abseamed (epoetin alfa) |27/8/2007
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(insulin glargine)

Eprex/Erypo Retacrit (epoetin zeta) 18/12/2007
(epoetin zeta) Silapo (epoetin zeta) 18/12/2007
Kaniinti
Ontruzant (trastuzumab) | 15/11/2017 | oo 16/5/2018
Herceptin (trastuzumab)
Ogivri
(trastuzumab) Trazimera (trastuzumab) [26/7/2018 Vil 12/12/2018
(trastuzumab)
Herzuma (trastuzumab) 8/2/2018
Grastofil
Nivestim (filgrastim) 7/6/2010 | >N 17/10/2013
(filgrastim)
Neupogen Fllgrastl.m Hexal 6/2/2009 Tevagra'stlm 15/9/2008
. (filgrastim) (filgrastim)
(filgrastim) Ratiograstim
Zarzio (filgrastim) 6/2/2009 gre 15/9/2008
(filgrastim)
Accofil (filgrastim) 17/9/2014
Ziextenzo
Pel filgrasti 20/10/201 22/11/201
elmeg (pegfilgrastim) 0/10/2018 (pegfilgrastim) /1172018
G tek
Neulasta Udenyca (pegfilgrastim)  |21/9/2018 | > ocC 120/6/2019
. (pegfilgrastim)
(pegfilgrastim) Cegfila
Fulphil filgrasti 20/11/2018 19/12/201
ulphila (pegfilgrastim) /11/ (pegfilgrastim) 9/12/2019
Pelgraz (pegfilgrastim) 21/9/2018
Remsima (infliximab) 10092013 |25 18/5/2018
Remicade (infliximab)
(infliximab) Inflectra (infliximab) 9/9/2013
Flixabi (infliximab) 26/5/2016
Benepali (etanercept) 13/1/2016
Enbrel (etanercept) Erelzi (etanercept) 23/6/2017
GONAL-f Ovaleap (follitropin alfa) |27/9/2013
(follitropin alfa) Bemfola (follitropin alfa) [26/3/2014
Avastin Zirabev (bevacizumab) 14/2/2019
(bevacizumab) Mvasi (bevacizumab) 15/1/2018
A it
Hefiya (adalimumab) 26/7/2018 | TEVIHE 21/3/2017
(adalimumab)
. Idacio
Humira Kromeya (adalimumab) 2/4/2019 (adalimumab) 2/4/2019
i Halimat
(adalimumab) Imraldi (adalimumab) ~ |24/8/2017 | - ha0Z 26/7/2018
(adalimumab)
Hyrimoz (adalimumab)  |26/72018 |/ 16/9/2018
Z
Y " (adalimumab)
Semglee
o 23/3/201
Lantus (insulin (insulin glargine) 3132018
glargine) Abasaglar 9/9/2014
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Humalog (insulin Iflsthl 11§pr0 Sanofi 18/7/2017
lispro) (insulin lispro)
Genotropi
eno mpl? Omnitrope (somatropin) 12/4/2006
(somatropin)
Thori i
. o.rmane (enoxaparin 14/9/2016
Clexane (enoxaparin |sodium)
sodium) Inhi'xa (enoxaparin 15/9/2016
sodium)
Forsteo (teriparatide) | Terrosa (teriparatide) 4/1/2017
Movymia (teriparatide) 11/1/2017

Két qua bang 1 cho thiy mot sb phé
duyét luu hanh tuong tng véi cung mat
loai thudc sinh pham tham chiéu gdc duoc
su dung trén thi truong dudi dang cac san
pham sinh pham tuong tu khac nhau. Vi du:
Truxima, Ritemvia va Blitzima cua cong ty
Celltrion tai bang 1 1a ba san pham déu phat
trién tir san pham tham chiéu MabThera
(rituximab) nhung c6 tén thuong mai khac
nhau va c6 chi dinh diéu trj khac nhau.
Thong thudng, cach tiép can cip phép nay
phan anh chién lugc gianh thi phan cia cac

1t

cong ty nghién ctru phat trién.

Mit khéc, sy phat trién thi truong thude
sinh pham twong tu cia EU trong giai doan
2006-2020 1a khong on dinh va da c6 mot
s6 dot tang phé duyét nhu hinh 2. Vi dy, sb
lugng phé duyét luu hanh tang rd rét trong
nam 2017 va 2018 bao gdm (16 sinh pham
tuong tu duoc EMA phé duyét moi nam,
cho thiy céc cong ty nghién ctru phat trién
1én ké hoach nghién ctru phat trién phu
thudc vao thoi han cua bﬁng sang ché va
ddc quyén cua cac RP) [22].

125

1 1 I | I T T I I I 1 1 ] 1 |:=
2008 2007 2008 2009 2010 2001 202 2013 2014 2016 2016 2017 2018 2018 2020 34

Nim

T T T 1
wr o Wy Wy MW

Nim

T T
ms 2018

Hinh 2: Biéu d6 ting truéng phé duyét BS trong hai co quan (A): EMA va (B): FDA tir
2015-2020. Biéu d6 mau den: BS dwoc cip phép hang nim. Mau vang: 1a cic BS c6 sin
trén thi truong. Dir liéu thu thap tir [16,19].

Dac biét, 10 trinh xdy dung ludt va
huéng dan phé duyét luu hanh thude sinh
phém tuong tu cia US c¢6 hiéu lyc vao nam
2010. Cu thé FDA da phé duyét thude sinh
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26 loai thudc sinh phém tuong tu dugc
FDA phé duyét cho 9 san phiam RP tai
thoi diém nay, nhung chi c¢6 11 loai trong
sO nay hién c6 san trén thi truong US sir
dung diéu tri cho bénh nhan. Tuong Gng la
2 loai thubc sinh phém tuong tu da duoc
phé duyét boi EMA c6 tén san phim RP
la enoxaparin natri tai Bang 1. Nguoc lai,

cac san pham diéu tri twong duwong voi
Lovenox (enoxaparin natri) 1a ddi tuong
ctia tng dung thudc méi viét tit (ANDA)
chi duoc FDA coi 1a san pham chung chir
khong phai san pham sinh pham twong tu,
su khac biét nay di va dang la d6i tuong

ctia mot s6 cudc tranh luan [24].

Bing 2: Danh muc sinh phim twong tw FDA. Dir liéu lay tir [18,19].

San pham tham Tén sinh pham twong tw Ngay phé Tinh trang
chiéu (RP) duyét trén thj truong

Avastin (bevacizumab) | Mvasi (bevacizumab-awwb) 14/9/2017 Co san
Zirabev (bevacizumab-bvzr) 27/6/2019 Co san

Enbrel (etanercept) Erelzi (etanercept-szzs) 30/8/2016 Chua co

Eticovo (etanercept-ykro) 25/4/2019 Chua c6
Epogen (epoetin-alfa) Retacrit (epoetin alfa-epbx) 15/5/2018 Co san
Herceptin (trastuzumab) |Ogivri (trastuzumab-dkst) 1/12/2017 Co san

Herzuma (trastuzumab-pkrb) 14/12/2018  |Chua co

Ontruzant (trastuzumab-dttb) 18/1/2019 Chua co

Trazimera (trastuzumab-qyyp) | 11/3/2019 Chua c6

Kanjinti (trastuzumab-anns) 13/6/2019 Chua c6

Humira (adalimumab) | Amjevita (adalimumab-atto) 23/9/2016 Chua c6

Cyltezo (adalimumab-adbm) 25/8/2017 Chua co

Hyrimoz (adalimumab-adaz) 30/10/2018 | Chua co6

Hadlima (adalimumab-bwwd)  |23/7/2019 Chura c6

Abrilada (adalimumab-afzb) 15/11/2019 | Chua ¢6
Neulasta (pegfilgrastim) | Fulphila (pegfilgrastim-jmdb) 4/6/2018 C6 sin
Udenyca (pegfilgrastim-cbqv)  |2/11/2018 C6 san
Ziextenzo (pegfilgastrim-bmez) |4/11/2019 C6 sdn
) Zarxio (filgrastim-sndz) 6/3/2015 Co san
Neupogen (filgrastim) Nivestym (filgrastim-aafi) 20/7/2018 Co san
Inflectra (infliximab-dyyb) 5/4/2016 C6 sdn

Remicade (infliximab) Lxifi (infliximab-gbtx) 1371272017 Chui €6
Renflexis (infliximab-abda) 21/4/2017 Co san

Avsola (infliximab-axxq) 6/12/2019 Chua co

Rituxan (rituximab) Truxima (rituximab-abbs) 28/11/2018 | Chua co

Ruxience (rituximab-pvvr) 23/7/2019 Chua c6
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Nhu vay, c6 thé nhan xét rang: bat chip
nhiing thach thirc ma cac thudc sinh pham
twong ty dwoc FDA chip thuan gip phai
khi tiép can trén thi truong thi sd luong
chap thuén cua US d4 ting lién tuc dén nam
2020 nhu hinh 2. Sy tang truéng lién tuc
nay dugc phan anh 13 sy quan tdm cuia cac
cong ty nghién ctru phat trién trong linh vyre
nay ciing nhu cam két lién tuc cua Chinh
pha US va FDA dé hd trg mét thi truong
canh tranh thong qua phé duyét hiéu qua
cac thude sinh phém tuong tu voi myc dich
tang su tiép can cua bénh nhan va giam chi
phi. Ngoai ra, sy tang truéng nhanh chong
nay ciing c6 thé phan anh cac vin ban phap
Iy vé luat va hudng dan cap phép sinh pham
tuong ty, cling nhu sé lwong san phim RP
hét han bang sang ché.

3.2. Bang chirng lam sang trong Bdo cdo
ddnh gid tai dong chdu Au (EPAR) ciia sinh

pham twong tw Adalimumab.

Két qua thu thap cho thdy 8 san pham
sinh phém tuong tu dugc EMA chép thuan,
tuong (mg v4i ndm ngudn gc san pham
RP khéac nhau cta sinh phim twong tu 1a
khang thé don dong adalimumab nhu bang
3. Tuy nhién, ¢ 3 trong sb do ciing da duoc
FDA chip thuan cip phép. Chi c6 mot
thudc twong tu sinh hoc adalimumab nhu
Abrilada cua Pfizer dugc FDA chép thuan
nhung khong dugc EMA chép thuan nén
chung t61 khong dua vao phan tich trong
nghién ciru ndy. Cac phwong phap tiép can
khac nhau cta ndm cong ty duoc phim dé
chtng minh tinh twong déng sinh hoc trong
cac thir nghiém lam sang giai doan I va III
da dugc thu thap tir cac bdo cédo danh gia
va phan tich. Két qua cho thay sd lugng
cac thir nghi€ém lam sang dugc thuc hién
va thiét ké cua ching kha giéng nhau, chi
c6 nhiing khac biét nho vé nhom bénh nhan
duoc chon cho thtr nghiém va céc tiéu chi
chinh duoc sir dung nhu bang 3.

Bang 3: Két qua nghién ciru dinh gia 1am sang giai doan I va giai doan III ciia EPAR. Dir
liéu thu thap tir [16,18].

Cong ty Phan tir Tén BS Ngay phé duyét |Phase I |Phase III
Nghién |DPanh gia
EMA |FDA
ciru (N) |[(N)
EU Hyrimoz
. 7/2018 |NA
(adalimumab)
US Hyrimoz (1) Bénh
_ NA 10/2018 . X
Sandoz GP2017 (adahmumab-adaz) (3) vay nen
Halimato : 4
o 72018 |NA mang bim
(adalimumab)
Hefiya (adalimumab) |7/2018 |[NA
Amgevita 32017 |NA
i 2) RAva
Amgen ABP 501 Siti?;mab) (1) i/) .
e NA  [912016 ay nen
(adalimumab-atto)
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Samsung Imraldi (adalimumab) |8/2017 [NA
ioepi Hadli dali b-

Bioepis NL SBS adlima (adalimuma NA 7/2019 (1) () RA
B.V. bwwd)
Fresenius Kabi Kromeya (1) Bénh

. 4/2019 |NA .
Deutschland |MSB11022 |(adalimumab) (1) vay nén
GmbH Idacio (adalimumab) [4/2019 |[NA mang bam
Mylan S.A.S. |FKB327 Hulio (adalimumab) |8/2018 |NA (2) (1) RA

Tiép dén, hd so danh gia tinh twong tu
dugc dong hoc (PK) cua sinh pham tuong
tu voi RP dugc xac dinh trong cac nghién
ctru then chét ¢ giai doan I va sau dé, hiéu
qua lam sang tuong duong dugc xac nhan
trong cac nghién ciru hd trg ¢ giai doan I11.

Céc két qua thu thap tai bang 4 tom tat
cac nghién ctru PK 1am sang giai doan I
nhim chimg minh su gidng nhau giita cac
thudc sinh pham tuong tu adalimumab va
cac phién ban RP cta n6 dugc US va EU
phé duyét. Tat ca cac nghién ctru nay la
cac nghién ctru danh gia tinh twong dong
duoc thuc hién & mot sb lugng nam gidi
va nir gidi trudéng thanh khée manh nhu
nhau, lién quan dén mot mii tiém 40 mg

du6i da (SC) duy nhit. Cac miu mau
duoc lay dé do nong do thudc trong huyét
thanh va tao hd so nghién ctru so sanh PK
dé thiét 1ap tinh twong ddng sinh hoc theo
huéng dan cia EMA [25]. Chi sé chinh
trong cac nghién ctru nay phai la AUCO-
inf véi Cmax 1a thong s tiéu chudn chinh
khi adalimumab dugc st dung duong tiém
dudi da, chi ti€u nay da duoc tat ca cac nha
tai nghién ctru tuan thu. Vi thoi gian ban
huy cua adalimumab la khoang 14 ngay,
thoi gian ciia cic nghién ciru nay nam trong
khoang tir 63 dén 72 ngay dé cho phép tao
hd so danh gia PK toan dién duoc trinh bay
tai bang 4.

Bing 4: Két qua danh gia PK d6i véi pham twong tw adalimumab.

. .. | Ma nghién So So ) 2 < )
Cong ty Phéan tir , . *N i San pham | Két qua (PK)
ciru ngay sanh
Adalimumab |AUC_, ,
Amgen ABP 501 |20110217 63 203 |PK o
EU and US AUC, ,C
Adalimumab
GP17-104 72 318 |PK AUC,_ .
EU and US O max
Adalimumab |AUC__ .
Sandoz GP2017 |GP17-101 72 219 |PK Oin
EU and US AUC, , ,C
Al vs. PFS
GP17-102 72 108 |PK . . AUC ... C
administration oo man
EMA: AUC, ,
Samsung . "
o SB5-G11- Adalimumab |C
Bioepis NL  |SB5 70 189 |PK max
BV NHV EU and US FDA: AUC,_,
- AUC, .. C .,
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Fresenius
Kabi MSB EMR Adalimumab |AUC -
70 233 |PK 0-in
Deutschland |11022 200588-001 EU and US AUC(H, Cmax
GmbH
Adalimumab
FKB327-001 |64 180 |PK AUC  C
EU and US 0—last max
Tinh
Mylan S.A.S. |FKB327 ' AUC, , AUC,
FKB327-005 |64 129 |[sinh |PFS vaAl t
MD inf? Cmax

Trong d6: PFS, ong tiém déng san; Al:
kim tiém t dong dién san; * N = s6 nguoi
tham gia nghién civu, s6 bénh nhan ban dau
dwege dira vao nghién civu, khéng tinh dén
viéc bénh nhdn ngung nghién cvu. Dir liéu
ldy tir [16].

Qua két qua bang 4 cho thay mot vai
phat hién dang duoc néu bat & chd chiing
minh hoa nhiing thach thic tiém an trong
qué trinh phat trién BS. Vi du: nghién ciru
dau tién ciia Sandoz, GP17-101, da thét bai
trong viéc chimg minh tinh tuong dong sinh
hoc PK khong chi gitra phan tir thir nghiém
GP2017 va Humira c6 nguén goc tir EU,
ma con gitta cac RP ¢6 ngudn gbc tir EU
va US. Do d6, cong ty da xem xét lai thiét
ké nghién ctru va thyc hién mot thir nghiém
khac, GP17-104. Thiét ké sira doi da tang
kich thuéc mau va chi gi¢i han & bénh
nhan nam, dugc phan ngiu nhién va phan
tang theo trong luong co thé. GP17-104 da
thanh cong trong viéc chimg minh sy gidng
nhau vé danh gia PK. Cac nghién ctru khac
da danh gia xem liéu ho so két qua nghién
ctru duoc dong hoc cua BS c6 thé duge
sira d6i boi co quan quéan 1y hay khong. Vi
du, hdy xem cac nghién ctru GP17-102 va
FKB327-005 duoc thuc hién cho GP2017
ctua Sandoz va FKB327 cua cong ty Mylan
xem xét viéc sir dung bang cach sir dung
dang ong tiém duoc nap san, dang sir dung
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tiém tu dong hoic dang dng tiém dung mot
lan nhu bang 4.

Ngoai ra, cac thir nghiém 1am sang giai
doan III dugc trinh bay trong bang 5 cling
cho thay s6 luong cac thir nghiém 1am sang
giai doan III dugc thuc hién ddi véi thude
sinh pham tuong tyr di giam so véi cac san
pham tham chiéu gdc (RP). Piéu nay 14 hop
1y vi qua trinh phat trién BS tap trung vao
viéc chimg minh su twong dong vdi mot
loai san pham tham chiéu da dugc phé duyét
thay vi thiét lap mot hd so hiéu qua va an
toan hoan toan méi va do phép ngoai suy cua
cac chi dinh. Do d6, diéu bat budc 1a nhitng
nghién ctru vé su tuong dong nay phai duoc
thuc hién trong mot nhom dan s6 thich hop.
Nhom dan s nhay cam nhat phai duoc chon
dé cho phép phat hién chinh xic nhimng
khac biét c6 y nghia 1am sang [26]. Trong
truong hop cu thé nhu sinh phim tuong tu
adalimumab, dan sb t6t nhat 13 bénh nhan
bi bénh Vé.y nén hodc viém khop dang thép.
Mot ngoai 18 di v6i phuong phép nay da
duogc tim thdy trong chién lugc cia Amgen
cho phan tir sinh hoc tuong tu ABP 501 cua
ho. Cac cong ty nghién ciru phat trién nay da
thuc hién hai thir nghi¢ém giai doan III khac
nhau nhu tai bang 5 cho thdy tit ca cac thir
nghiém 1am sang giai doan 1T dugc tim thay
déu co thiét ké nghién ctru twong duong, phu
hop véi huéng din EMA cho mAb [25].
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Bang 5: Két qua tong hop cac thir nghiém 1dm sang giai doan III dwgc tién hanh ddi véi

sinh pham twong tw adalimumab. Dir liéu l4y tir [16].

Phan tir  |Mai sb Bénhnhin  [N* [Sosanh  |Tiéuchi |[Twong |Kétqua [95%
hiéu qua |dwong CI
ABP 501 |20120262 Nguoi truong {526 |ABP 501 vs.|Ty 1€ rui ro ACR20 ty
thanh bi RA adalimumab |ACR20 tai 1¢ dap tng
trung binh va (US) tudn 24 74.6% vs.
nang [0.738; Zézﬁz;w (0.954,
1/0.738] ACR20 1.133)
ABP501
vs. Humira
1.039
20120263 Nguoi truong (350 |ABP PASI% cai |[-15%; [PASI% (=7.39,
thanh bi vay 501 with thién cubi |15%)] cai thién 3.02)
nén trung binh adalimumab tai tudn 16 80.91%
va nang (EU) (ABP 501)
vs. 83.06%
(Humira)—
su dam
pung khac
bi¢t —2.18
GP2017  |GP17-301 Bénh nhan Nam 465 GP017 vs. PASI75 ty [[-18%; |66.8% cho |(=7.46,
va Nt bénh vay . |1¢ dap ung |18%] GP2017 va |11.15)
B ., ) EU-Humira | .
nén mang bam and US- tai tuan 16 65.0% cho
man tinh vira va . Humira
B Humira
ning
SB5 SB5-G31-RA [Nguoi 16n 544 ACR20 ty ACR20
viém khép 1€ dap tmg ty 1€ dap
dang thép tir tuan 24 ung tuan
trung binh dén SBS vs. EU 15%; | HO80% g,
ndng da ding Humira 150, |U8¥269) g o)
methotrexate SBS5 va
67.4%
(184/273)
Humira
EMR200588- [Bénh nhan vira (382 [MSB11022 |PASI75  |[-18%; [PASI75 dap
022 va ning bénh vs. EU- tuan thir 16[18%]  |ung tuan
vay nén Humira 16: 90%
MSB11022 cianhém  |(—7.82,
MSBI1102 |4.16)
va 92%
ctia nhom
Humira
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FKB327-022 |Bénh nhan 680 |[FKB327 vs. |[ACR20 270 bénh
tiép theo ctia |viém khop US-Humira |dap Gng & nhan
FKB327-003 |dang thap tuan 24 (74.4%)
khong duoc FKB327
kiém soat bang nhom diéu
[-13%; | . ., (7.6,
FKB327 methotrexate 13%] t,r1 d?p . 150
ung O tuan
24 so sanh
voi 271
bénh nhan
(75.7%)

* N = 50 nguoi tham gia nghién citu, so bénh nhan ban dau dwoc dwa vao nghién ciru,

khéng tinh dén viéc bénh nhin ngieng nghién ciru

Muc dich tién hanh cac thir nghiém dénh
gia 1am sang nham chimg minh rang cac sinh
phdm tuong ty cling nhu san phdm tham
chiéu RP cua nd, c6 ngudn goc tir US hodc
EU déu khong kém hon hodc vugt trdi so
voi loai kia. Céc thtr nghiém nay dugc danh
gia bang cach thiét 1ap mot bién do tuong
duong, dai dién cho mot loat cac khac biét
c6 thé chép nhan dugc vé& mat 1am sang dé
c6 hiéu qua dap tmg trong diéu tri. Vi du:
nghién ciru EMR200588-002 di do toc do
phan hoi PASI75 ¢ tuan 16 ddi v6i phan tir
Fresenius Kabi MSB11022 so v6i Humira ¢
ngudn gbe tir EU (Bang 5). Phan tmg nay lién
quan dén viéc danh gia ty 16 phan tram dan s6
dugc nghién ciu da dat duogc su cai thi¢n it
nhét 75% trong Chi s6 mirc d nghiém trong
va khu vuc bénh vay nén (PASI) [27]. Pap
g PASI75 ¢ tudn 16 ¢6 muc do twong tu
dbi voi ca hai nhém diéu tri -90% & nhém
MSB11022 va 92% ¢ nhém EU-Humira, cho
KTC 95% 1a (~7,82%,4,16%), nam trong
khoang bién d¢ tuong duong dugc xac dinh
trudc 1a (—18%, 18%) [28].

4. Ban luan

4.1. Quy trinh céip phép sinh phim twong tw
ciia EMAva FDA

Khi phan tich thuc trang quy trinh phé
duyé¢t thudc sinh pham tuong tu tai EU va

Volume 3-No 1.2023

US, can xem xét can than lich trinh cua cac
dit liéu khoa hoc quy dinh nhu hinh 1. EMA
1a co quan quan 1y d4u tién phé duyét mot
loai thubc tuong tu sinh hoc vao nam 2006
va tao ra céc tai liéu huéng dan cho cac loai
thube tuong ty sinh hoc. Ca WHO va FDA
déu da xay dung dua trén dit lidu va kinh
nghiém ctia Chau Au vé céc loai thudc sinh
pham tuong tu va di nd luc dé hai hoa luat
phap trén toan thé gidi.

Mic du sb lwong sinh phdm twong tu da
phé duyét cia Chau Au 16n hon 14 55 trong
13 nam nhu bang 1 va sb lugng phé duyét
ctia FDA nhanh hon so véi toc d6 ban dau
cua EMA. Tir nam 2006 dén 2009, bon nim
dau tién phé duyét thudc sinh pham tuong
tu cho thdy EMA da phé duyét 13 thude
sinh pham twong tu, trong khi d6 FDA phé
duyét 16 thudc sinh pham twong tu tir nim
2015 dén 2018. Viéc thyuc hién 16 trinh phé
duyét duoc xay dung dua trén nén tang lap
phap va k¥ thuat do EMA dit ra c6 thé giai
thich dugc ty 1¢ phé duyét nhanh hon cua
FDA. Nguoc lai, cach tiép can cua EMA c¢6
18 phai than trong hon, vi day 1a 1an dau tién
luat phap va huéng dan duoc xay dung dé
dam bao phé duyét thudc sinh pham tuong
tu bao gdm hai tiéu chi chit lwong chinh vé
tinh twong tu vé ‘an toan va hiéu qua’ [4].
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Hinh 3: Biéu d6 s lwong Sinh phim twong tu dwec cip phép tai EMA va FDA 2015-2020.

Cu thé, két qua phan tich tai hinh 3 cho
thdy EMA da phé duyét ky luc 16 loai thude
sinh pham tuong tu trong ca nim 2017 va
2018, véi sd luong phé duyét it hon vao
nam 2019, trong khi d6 FDA dang phat
trién danh myc thudc sinh pham twong tu
ctia ho véi toc d6 6n dinh, hién tai, nhung
tong s6 luong phé duyét it hon so voi EMA.

Ngoadi ra, ching ta co thé thdy c6 mot
mobi lién hé chit ché giita cac chi dinh diéu
tri, ty 1¢ luu hanh, chi ph1 cua cac mat bénh
va sy phat trién sinh pham tuong ty. Theo
Pelechas [29] cac bénh thap khép anh
huong dén 52,5 triéu ngudi My va tiéu ton
ctia hé théng chiam soc stc khoe ciia My
128 ty d6 la hang nam. O cac nude EU chi
phi diéu tri va hd trg bénh nhan RA uéc
tinh 1a 25,1 ty Euro [29]. Van dé nay 1a can

ctr va nhu cau phat trién sinh pham tuong
RP

Hurnira B

Neupogen (Filgrastim) T
Neulasta (| 7

MabThera 5

Herceptin ( 5

Eprex/Erype IES——— 5

R - 4

GONAL- (folitropin alfa) E—

Forsteo (teriperatide) IE— 2

Enbrel (stanercept) I— 2

Clexane (enoxaparin sodium) I 2

Avastn (bevacizumab) EE—— 2

Lantus (insulin glargine) —— 2
Humalog {insuln lispro) 1
Genciropin (sommatropin) N 1

(a)

0 1 2 3 4 S &7 8 9
EMA

tu cao dé nhanh chéng tmg dung trong diéu
tri. Boi vi phan 16n chi phi nay 1a két qua
clia cac phuong phap diéu tri dit tién bang
thudc sinh hoc RP goc. Cac sinh pham
tuong tu 1a lya chon tang co hoi tiép can va
tiét kiém chi phi rt hip dan cho hé thong
cham séc stre khoe. Cuy thé 14 cac bénh thap
khép 14 tinh trang viém nhiém nhu hinh 4
va hinh 5 cho thdy: hau hét cac thudc tuong
tu sinh hoc dugc EMA va FDA chép thuan
déu dugc st dung diéu tri cho nhom bénh
nay. Thuc té, cac bénh vé mién dich va ung
thu cling 1a nhiing Iinh vyc tri li¢u khac tao
ganh ning tai chinh cho hé théng cham séc
strc khoe va trong do cac li¢u phap sinh hoc
c6 tac dong 16n dén két qua ctia bénh nhan.
Do d6, nhu cau cip thiét vé phat trién sinh
pham tuong tu dé thay thé cac san pham RP
cua ching.

Infliamatory I 14

Immunclogy

I 14

Oncology I 12

Haematclogy NN S

Diabetes melitus I 3

Ostecporosis M 2

Venous
thromboembolism

Anovulation [ 2

. 2

Pituitary pathologies 1l 1

o 2 4 L] a8 0 12 14 186

EMA

(&)

Hinh 4. Phin phdi thudc twong ty sinh hoc dwge EMA phé duyét theo sin pham tham
chiéu (a) va khu vuc diéu tri (b); Dir liéu lay tir [16].
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RP

Hercaptin (trastuzumab) 5

Humira {sdalimu mals) &

Remicade (infixi mak) 4

Rituxan (ftuximab) E——— 2

Neulasts ipegfigrasim) IEEE——
Avastin (bavacizurmab) IEEEEE————— O
Enbrel (etanercepl] EEEE—— D
Neupogen (flgrasim) IET——

Eponen (epostin-alfa) T

5] 1 2 3 4 5 3

@) FDA

Infaenmatory | 1
Oncalogy NG ©
Immunciogy [N S

Haematelogy [l 1
a 5 10 15

(b)

FDA

Hinh 5. Phéan phdi thudc twong tw sinh hoc dwgc FDA chép thuin theo sin phim tham

chiéu (a) va vung diéu tri (b); Dir liéu liy tir [18,19].

Nhin chung, xu huéng vé sir dung thude
sinh phém tuong tu cho cac diéu tri da duoc
quan sat thiy & khu viuc EU va US, mic du
danh muyc thuéc sinh pham tuong tyr mé rong
hon, bao gdbm nhiéu chi dinh diéu tri hon da
duoc phd bién & EU. Trong ca hai truong
hop, cac san pham RP duoc sir dung trong cac
bénh viém nhiém, mién dich hoc va ung thu
14 nhirng loai chi dinh diéu trj bang thudc sinh
hoc 14 nhu cau 16n nhat vi chiing dai dién cho
cac linh vuc c6 loi nhét va tiém nang vé nhu
cau thi trudong cho cac cong ty nghién ciru va
phat trién sinh phdm tuong tu.

4.2. Bang chirng dinh gid lam sang ciia
sinh phim twong tw Adalimumab

Qua trinh phat trién va nghién ctru 1am
sang cua thude tuong ty sinh hoc duogc
thiét ké dé dap tmg cac tiéu chi cip phép
do co quan quan ly quy dinh. Piéu nay
giai thich sy gidng nhau trong cac phuong
phap duoc thuc hi¢n dé chiing minh tinh
tuong tu sinh hoc cia nam cong ty dugc
pham khac nhau di phat trién cac sinh
pham tuong tuy adalimumab [25]. Cac quy
dinh va huong dan ctia EMA di duoc st
dung dé thiét 1ap danh gia lam sang cua cac
cong ty nghién ctiru phat trién. Hudng dan
bao gdm quy trinh k¥ thuét, bang chimg
khoa hoc vé thiét ké mot nghién ctru danh
gia bat ky sy khac biét c6 ¥ nghia 1am

Volume 3-No 1.2023

sang nao gitra thudc sinh pham tuong tu
va sinh pham tham chiéu gbc cta no. Dé
dat dugc muc dich nay, cac khia canh nhu
dan s bénh nhan, tiéu chi chinh va thiét
ké nghién ctru (twong duong so v6i khong
thua kém) phai dugc cac nha tai trg xem
xét cAn than.

Két qua tir nhitng nghién ctru nay duoc
str dung dé tao ra bo dit lidu thiét 1ap hd so
chét luong, an toan va hi€u qua cho sinh
pham tuong tu sau khi dwoc nghién ctu
trong mdt chi dinh c6 thé duoc ngoai suy cho
cac chi dinh khac ciia san pham RP gdc khi
¢6 su ching minh day du, tiy timg truong
hop. Pay duogc cho 1a mot linh vuc day thach
thirc doi hoi phai nghién ctru thém, vi nhiéu
chuyén gia cham soc sirc khoe dang cd gang
nim bat co sd cua phép ngoai suy dé xéc
dinh sy pht hop ctia thude tong ty sinh hoc
d6i v6i bénh nhan cta ho [23]. Theo Barbier
[30] thi khai niém quy dinh vé& phép ngoai
suy trd thanh mot tr ngai dbi véi cac chuyén
gia chim séc suc khoe, nhimg ngudi can
quyét dinh str dung thudc sinh pham tuong
tu cho céc tinh trang ung thu bénh 1y khac
nhau véi thude duge str dung dé phé duyét
theo quy dinh va cho cung mot chi dinh nhu
(loai bénh va giai doan) cua bénh nhan.

Theo phan tich trén, c6 vé nhu hau hét
cac cong ty nghién ciru phat trién s& tim
cach ngoai suy tat ca cac chi dinh cia san
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pham tham chiéu gbc dd dugc phé duyét
cho san pham sinh pham twong tu ciia ho.

Nguoc lai, ching ta nhan théy mot sb
thudc sinh phidm twong tu adalimumab
dugc FDA céap phép van chua thé tiép can
thi truong US. Mac du, FDA da phé duyét
ba phan tir sinh hoc tuong tu khac nhau nhu
bang 3. Cac bang sang ché bao vé cong ty
nghién ciru thudc sinh hoc gbc 1a Humira
da ngan chan sy xam nhap thi trudong cua
cac sinh pham twong ty 13 adalimumab.
Nam 2018, Humira 14 loai thubc ban chay
nhat thé gidi, dat doanh thu hang nim 1a
20,5 ty USD trén toan cau [31]. Khéng co
gl dang ngac nhién khi mot cong ty c¢b ging
duy tri thi phan cao nhét trén thi truong US
bang cach thiét ké mot mang ludi phirc hop
cac giai doan doc quyén va bang sang ché
dé bao vé Humira. Viéc khong c6 san pham
sinh phdm twong tu cung cap cho bac sy ké
don dé thay thé san pham tham chiéu gdc
s& tao cho cong ty so hitu Humira réat c6 13i.
Céc thude tuong tu sinh hoc adalimumab
dau tién s& khong dugc ban trén thi truong
Hoa Ky cho dén thang 1 nim 2023, khi
Amgen sé& ra mat Amjevita sau khi dat duoc
nghi quyét toan cau chim dut cac vu kién
bang sang ché v&i Abbvie [32]. Sandoz di
dat dugc thoa thuén voi Abbvie lién quan
dén thanh toan tién ban quyén [33] cap cho
Sandoz gidy phép khong doc quyén dbi voi
tai san tri tué ctia AbbVie lién quan dén
Humira va tai US thoi han cap phép cho
Hyrimoz s& bat dau vao ngay 30 thang 9
ndm 2023. Dén nam 2023, Humira s& duoc
hudéng 20 nim doc quyén thi trudng US.
Pay chinh 1a sy khac biét noi bat giita thi
truong thudc sinh pham tuong ty ciia EU
va US: EU s& chung kién it nhat tam loai
thudc twong ty sinh hoc Adalimumab dugc
thuong mai héa trude khi loai dau tién duoc
ban trén thi truong ¢ US.

Nhu vdy, vin dé vé thi truong va doc
quyén [22] c6 thé 1a rao can quan trong dbi

v6i linh vue cham soc stic khoe dé duoc
huong loi tir mot sé phuong phép diéu tri
tuong tu sinh hoc va cho dén nay, cé vé
nhu bénh nhan EU duoc tiép can va huong
loi ich cua phuong phap diéu tri sinh phdm
twong ty nhanh hon nhiéu so V(’)i bénh nhan
o thi truong US. Bat chap van dé vé tlep
can thudc cta bénh nhan, nha cung cép
dich vu cham soc suc khoe thi Chinh phu
My va FDA cam két hd trg khong chi phé
duyét thudc sinh phim twong ty ma con hd
trg tiép can thi truong boi ho xdy dung: Ké
hoach hanh dong sinh pham twong tu (BAP)
da dugc xuat ban vao nam 2018 [9]. BAP
tap trung vao bdn linh vuc chinh: (a) ning
cao hi¢u qua cua quy trinh phé duyét va phat
trién san pham sinh pham tuwong tu va san
pham hoan d6i cho nhau; (b) t6i da hoa su
16 rang vé khoa hoc va quy dinh hodc huéng
dan phat trién san phém sinh pham twong ty;
(©) phat trién truyen thong hi¢u qua dé nang
cao hiéu biét vé thudc sinh pham tuong ty
cho bénh nhan, bac si 1am sang....;(d) hd
tro canh tranh thi truong theo hudéng dan
FDA hodc cac nd luc khac dé tri hodn canh
tranh mot cach khong cong bang [9]. Do su
phat trién lién tuc va da dang hoa trong ting
dung diéu tri sinh pham twong tu, cling nhur
su tang truong du kién cta no trong 5 dén
10 ndm t6i. Muyc ti€u quan trong 1a phai tiép
tuc mo rong nghién ctru phat trién trong linh
vuc nay dé tang co hoi kha ning tiép can
sinh pham twong tu ciia bénh nhan véi cac
phuong phép diéu trj sinh hoc va nhimng loi
ich ma ching mang lai, dac biét la hi¢u qua
diéu tri bénh nhan va nang cao chét luong hé
thong cham soc sirc khoe.
5. Két luan

Maic du ngay nay va trong tuong lai sé
cang c6 nhiéu sinh phdm twong tu dwoc
nghién ctru phat trién boi nhiéu cong ty
duge pham va duoc cic co quan quan ly
trén toan thé gidi cho phép, nhung toan bo
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loi ich kinh té va 1am sang cua nhiing loai
thudc nay s& chi dugc xac dinh khi ching
tré' nén pho bién rong rai hon trén thi truong
va dugc sir dung trong thyc hanh 1am sang.
Trong 13 nam qua, EMA da phé duyét 55
loai thudc twong tu sinh hoc va trong 5 nim
qua, FDA di phé duyét 26 loai thudc twong
tu sinh hoc, voi dudi 50% hién dang duoc
thuong mai hoa trén thi truong US.

Su tham nhap thi truong va sy quan
tam cua bac sy ké don 1a diéu can thiét
dé sinh pham twong tu tac dong dén sirc
khée bénh nhan va hé théng cham soc stc
khoe. Mic du cac rao can ddi véi viée
tham nhap thi truong ¢ US hién dang
dugc trién khai boi Ké hoach hanh dong
sinh pham twong ty nhung viée hiéu dugc
16 trinh phat trién 1am sang khac nhau ma
cac loai thudc nay trai qua 1a vo ciing quan
trong dbi voi bac sy ké don. S6 lugng 5
loai sinh phim twong tu adalimumab
dugc nghién ctru trong phan tich nay da
trai qua cac nghién ctru so sanh pha I va
nghién ctu tuong duong pha III trong
RA va bénh vay nén dé dap ung cac yéu
cau quy dinh cia EMA va FDA. Mot sy
khac biét quan trong d3 dugc tim thiy
giira thi truong EU va US lién quan dén
viéc thuong mai héa cac thude sinh pham
tuong tu adalimumab. Thi truong EU da
chimg kién tam san pham sinh hoc tuwong
tu cua adalimumab, trong khi US s€ chi
c6 thé thuong mai hoa san pham dau tién
ctia ho vao nam 2023 do doc quyén thi
trudng US ctia nha san xudt sinh hoc gbc.

Nhin chung, mbi quan tim dang ké dén
viéc phat trién thudc sinh pham tuong tu
tir nganh cong nghiép dugc pham cing véi
su phat trién cua cac quy dinh vé thude
sinh pham tuong tyu trén toan thé gidi da
dan dén mot thi truong thude sinh pham
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twong tuy dang phat trién rat nhanh. Bat
chap nhitng tién bo da dat dugc cho dén
nay, ching ta van can c6 nhiing nghién
ciru thém dé danh gia tic dong thuc sy
trong tuwong lai ciia nhitng loai sinh pham
twong tu ddi véi strc khoe cong dong va
két qua diéu tri ctia bénh nhan, khi sy thAm
nhap thi trudng sinh pham tuong tu tiép
tuc phat trién trén toan cau.
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