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OVERVIEW OF RHEUMATOID ARTHRITIS MANAGEMENT:
FROM BIOLOGICS TO NOVEL THERAPIES
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ABSTRACT

Objective: To synthesize contemporary, evidence-based strategies for rheumatoid arthritis
management-from conventional synthetic DMARDs and biologics to targeted synthetic agents and
emerging therapies-and translate guidance into pragmatic, patient-centered care.

Methods: We reviewed the 2021 American College of Rheumatology (ACR) and 2023 European
Alliance of Associations for Rheumatology (EULAR) recommendations, FDA safety
communications on Janus kinase (JAK) inhibitors, pivotal head-to-head and long-term trials (e.g.,
MTX-based treat-to-target, SELECT-COMPARE, Upadacitinib vs Abatacept), and recent reports on
GM-CSF and BTK inhibition through October 17, 2025.

Results: Current guidance endorses early diagnosis, shared decision-making, and treat-to-target
(T2T) aiming for remission/low disease activity with tight control. Methotrexate remains first-line;
shortglucocorticoid courses are minimized. Forinadequate response/intolerance, either a biologic
DMARD (TNF, IL-6 receptor, CTLA-4-Ig, anti-CD20) or a JAK inhibitor can be added; however, JAK
inhibitors carry boxed warnings for MACE, malignancy, VTE, and death, mandating risk
stratification. Biosimilars broaden access without compromising outcomes. Novel
strategies-GM-CSF blockade (Otilimab) and BTK inhibitors (Fenebrutinib, BMS-986142)-show
promise in selected populations, though long-term comparative data and positioning relative to
established agents remain evolving.

Conclusions: Rheumatoid arthritis care should prioritize early T2T with methotrexate anchoring
therapy, prompt escalation to biologic or targeted synthetic DMARDs when not at target, vigilant
safety monitoring (especially for JAK inhibitors), vaccination and infection prevention, comorbidity
management, and consideration of emerging mechanisms within clinical trials.

Keywords: Rheumatoid arthritis, biologics, JAK inhibitors, treat-to-target, Biosimilars, emerging
therapies.
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TOM TAT
Muc tiéu: T6ng hop chién lugc quan ly viem khép dang thap dua trén bang ching hién hanh - tir
DMARDs téng hgp cé dién, thudc sinh hoc dén cac thuéc nhadm dich méi - va chuyén héa khuyén
céo thanh thyc hanh lam sang ldy ngudi bénh lam trung tdm.

Phuong phap: Ra soat khuyén cdo ACR 2021 va EULAR 2023, cac théng tin an toan cua FDA
vé thudc (c ché JAK, cac thd nghiém then chét (diéu tri theo muc tiéu, SELECT-COMPARE;
Upadacitinib so vGi Abatacept), cung difliéu gan dayvé (‘c ché GM-CSFva BTK dén ngay 17/10/2025.

K&t qua: Cac huéng dan hién nay nhan manh chan doédn sém, ra quyét dinh chung va diéu tri theo
muc tiéu (T2T) huéng t6i lui bénh/hoat ddng bénh thap véi kiém soat chat. Methotrexate van &
nén tang; han ché t6i da Glucocorticoid ngan han. Khi khéng dat muc tiéu/khéng dung nap, c6 thé
thém thudc sinh hoc (e ché& TNF, thu thé IL-6, CTLA-4-lg, khang CD20) hoac thudc nhadm dich JAK;
lwu y nhom JAK cé canh bao hop den vé MACE, ung thu, VTE va tir vong, doi hoi phan tang nguy ca.
Biosimilar gitip m& rong ti€p can ma khong lam giam hiéu qua. Céc liéu phap méi - trc ché GM-CSF
(Otilimab) va (e ché& BTK (Fenebrutinib, BMS-986142) - hita hen & mot s quan thé, nhung vi tri so
véi thudc chuén van dang duoc xac lap.

K&t luan: Quan ly viem khdp dang thap nén uu tién T2T sém vdi Methotrexate lam thuéc neo, tang
cudng nhanh bDMARD/tsDMARD khi chua dat muc tiéu, theo doi an toan chat ché (dac biét véi
JAK), chti ddng tiém ching va phong nhiém trung, x tri bénh déng méc, va can nhic cac co ché
m&i trong khuén khé thir nghiém lam sang.

Ttr khéa: Viem khdp dang thap, thudc sinh hoc, trc ché JAK, diéu tri theo muc tiéu, Biosimilar, liéu
phap mai.

1. DAT VAN BPE

Viém khdp dang thap la bénh tw mi&n man tinh déc trung
bdi viem mang hoat dich, pha hly khdp va nguy co tan
phé&, k&ém ganh nang tim mach va nhiém trung ting cao.
Hai thap ky qua da chirng ki€n cudc cach mang diéu tri
nh& Methotrexate (MTX), chién luge diéu tritheo muc tiéu
(T2T) va su ra doi cua thudc sinh hoc (bDMARDSs) cuing
thudc nham dich téng hgp (tsDMARDs). D4u vay, van con
thach thic: dap iing khong dong nhéat, doc tinh (dac biét
vai JAKI), chi phiva duy tri lui bénh lau dai.

Baitdng quan nay cap nhat khuyén céo lén (ACR, EULAR),
tém tat dif liéu chi ch8t vé hiéu qua va an toan cua
cadc nhém thubc, thao luan biosimilar, thu nhé vai tro
Corticoid, va phac thao céac liéu phap mdi (GM-CSF, BTK),
nh&m dinh huéng thuc hanh tai Viét Nam.

*Tac gia lién hé

2. PHUONG PHAP TONG QUAN

- Ngudn tai liéu: khuyén cdo ACR 2021 va EULAR 2023;
théng tin an toan clia FDA (2021-2022) vé JAKi; cac thur
nghiém déi dau va theo déi dai han (SELECT-COMPARE;
upadacitinib so vdi abatacept), va di liéu gan day vé
Ur‘c ché GM-CSF (otilimab) va trc ché BTK (fenebrutinib,
BMS-986142).

- Tu khoéa: rheumatoid arthritis, treat-to-target,
methotrexate, biologics, JAK inhibitors, GM-CSF, BTK
inhibitor, biosimilar.

- Tiéu chi dua vao: hudéng dan/khuyén cdo chinh, thir
nghiém ngau nhién/ddi dau, phan tich dai han, bdo céo
an toan cd quan quan ly, va tdng quan nam 2023-2025
(dén ngay 17/10/2025).
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- Phuong phap téng hop: tudng thuét theo chi dé (chién
luge T2T, hang thuéc, an toan, biosimilar, liéu phap mai).

3. KET QUA
3.1. Chién lugc diéu tritheo muc tiéu (T2T) va vai tro MTX

T2T khuyén nghi danh gia hoat dong bénh déu dan va diéu
chinh diéu tri dé dat lui bénh/hoat dong thap, két hgp theo
déi chatva ra quyét dinh chung. MTX la nén tang hang dau
do hiéu qua, chi phi va bang chitng vitng. Dung MTX liéu
tédng dan, uu tién dudng tiém dudi da khi kém dap ¢ng
dudng ubng; bé sung folate dé giam doc tinh. Corticoid
chi dung ngén han, liéu thap, nhu cau ndi trong khi chd
DMARD phat huy, tranh lam dung kéo dai do nguy co tim
mach, nhiém trung va lodng xuong [6], [9].

3.2. Khi khong dat muc tiéu véi MTX: lwa chon bDMARD
hoac tsDMARD

Khuyén cdo ACR/EULAR cho phép thém mét bDMARD
(tc ché& TNF: Adalimumab, Etanercept, Infliximab,
Golimumab, Certolizumab; (c ché IL-6R: Tocilizumab,
Sarilumab; Abatacept; Rituximab) hoac mét tsDMARD
(JAKi: Tofacitinib, Baricitinib, Upadacitinib). Lua chon dya
trén bénh dong méc, nguy co nhiém trung/lao, thai ky, chi
phi va s& thich nguoi bénh. Nhigu nghién ciru dau-dau
cho thay Upadacitinib vugt troi Adalimumab vé dap ing
ldm sang va cai thién chirc nang trong mot so thiét ké;
Upadacitinib cling tréi han Abatacept & dan sé da that bai
sinh hoc, song can can bang nguy co an toan [3], [5], [7].

3.3. An toan JAKi va phan tang nguy co

FDAyéu cau canh bao hop den cho Tofacitinib va ap dung
cho nhém JAKi (bao gom Baricitinib, Upadacitinib) vé tang
nguy co bién ¢8 tim mach l&n (MACE), ung thu, thuyén tic
huyét khGiva tlrvong; do do, khuyén céo sir dung JAKi sau
khi can nhéc that bai/khéng dung nap céc lwa chon khac,
d&c biét & bénh nhan = 65 tudi, cd tién s hut thubc, nguy
co tim mach hodc tién can ung thu. Bac si cén sang loc
nguy cd, tiém ching day du (déc biét zona), theo déi lipid,
huyét hoc va bién c6 huyét khéi [2], [7].

3.4. Biosimilars va t8i wu ngudn luc

Biosimilar ctia TNFi va Tocilizumab da md& rong dang ké
ti€p can vdi hiéu qua va an toan tuong duong ban géc, tao
cd hdi chuyén déi (“switch”) khi pht hgp. Can giao tiép ro
rang dé tdng chap nhan, giam sat mién dich va bao cao
dugc ly canh giac [9].

3.5. Liéu phap mdi va dang ndi: GM-CSF, BTK, va cac
huéng di khéac

Khang GM-CSF (Otilimab) trong chuong trinh ContRAst
cho thay tin hiéu hiéu qua & moét s6 quan thé va an toan
daihan thuan lgitrong phan tich m&rdong, song chua vugt
trdi so vdi cdc mdc tham chiéu nhu Tofacitinib/Sarilumab;
vi tri diéu tri can thém di¥ liéu so sanh truc tiép. Uc ché
BTK (Fenebrutinib, BMS-986142) nhdm vao dudng tin
hiéu B-cell/myeloid, c6 d@ liéu pha Il thuan lgi va dang
ti€p tuc duoc téi uu hda; yéu cau theo ddi lau dai vé an
toan va tinh bén virng ctia lui bénh [2], [4], [8].

3.6. Quan ly toan dién: tiém chung, nhiém trung, dong
méc va sinh san

Tiém chdng cum, phé cau, zoster (shingrix) trude khi dung
JAKi/sinh hoc; tam soat lao/an toan HBV. Quan ly dong
mac tim mach (nguy cd tdng & viém khép dang théap),
loang xuong, tram cam. Lap k& hoach mang thai: wu
tién thudc an toan (Hydroxychloroquine, Sulfasalazine,
Certolizumab), trdnh MTX/Leflunomide; cAn nhic chuyén
d6i sém va theo déi da chuyén khoa [6], [9].

4. BAN LUAN

Quan ly viém khdp dang thdp hién dai xoay quanh T2T
vGi MTX lam “thudc neo”, kem theo chién lugce leo thang
kip th&i bAng bDMARD/tsDMARD. D{¥ liéu d6i dau chirng
minh hiéu qua manh clia JAKi (vi du Upadacitinib) nhung
canh bao an toan ctia FDA da thay ddi can can lua chon,
nhat la & bénh nhan nguy co cao; do dé, TNFi/IL-6R/
Abatacept/Rituximab van & tru c6t & nhiéu tinh huéng.
Sy hién dién clia Biosimilar gitip gidm rao can chi phiva
cai thién cong bangy té.

Nhirng liéu phap mdi nhu trc ché GM-CSF va BTK md& ra
hudng ti€p can co ché mdéi, co thé hitu ich & bénh nhan
khéng dap irng dathudc hodc cé dac diém mién dich nhat
dinh. Tuy nhién, thiéu di liéu so sanh truc tiép, chi phi
va yéu cau giam sat an toan dai han la rao can trudce khi
x&c lap vi tri chuan. Bén canh thudc, céc can thiép khong
dung thudc (gido duc, van dong tri liéu, cai thudc 14, kiém
soat can nang) va quan ly déng mac la phan khéng thé
tach roi ctia T2T.

Trong bdi canh Viét Nam, chién luge t6i wu hdéa MTX
(liu, dudng tiém dudi da, phéi hgp HCQ/SSZ), 4p dung
Biosimilar dung chi dinh, trién khai sang loc nguy co cho
JAKi, va chu@n hda quy trinh tiém chuing, tam soét lao/
viém gan sé cai thién dang ké két cuc. Ung dung cong
nghé sé (danh gia bénh tr xa, ghi nhan PROs) giup duy tri
“tight control” v&i chi phi hgp ly.

5. KET LUAN

Quan ly viém khép dang thap can bat dau sém véi chién
luge T2T Ay MTX lam nén, tang cudng kip thai bang
bDMARD hoac tsDMARD khi chua dat muc tiéu, song
hanh véi phong ngira nhiém triing, kiém soat déng mac
va gido duc ngudi bénh. Canh bao an toan clia JAKi yéu
cau phan tang nguy cad cé thé hoda. Biosimilar cai thién
ti€p can. Cac liéu phap mdi nhu trc ché GM-CSF va BTK
hira hen, nhung canthém bang chirng so sanh va theo déi
dai han trudc khi xac l&p vi tri trong phac dé.

LOI CAM ON

Tap thé tac gia tran trong cam on dong nghiép tai Trudng
Pai hoc V6 Truong Todn va Bénh vién Pai hoc V6 Truong
Toan da hé trgy ki€n chuy&n mén trong sudt qua trinh xay
dung ban thao.
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