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Muc tieu

- Cap nhat cac khuyén nghi EULAR cho quan ly bénh lupus ban dé hé thdng (SLE) dwa trén bang
chirng moi tw nam 2018-2022
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Figure | Specialty of the physician the patients first encountered. Others includes nephrology, cardiology, and ENT.
Abbreviations: ER, emergency room medicine; ENT, ear, nose, and throat.
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Khuyén nghi ciia EULAR 2023 vé Quan ly Lupus ban dé hé thong :

5 nguyén tac bao quat

A) Quan ly da
huyén khoa

SLE can dwoc quan
ly da chuyén khoa,
ca nhan hoéa voi sw
giao duc cho bénh
nhan va quyét dinh
chung, ddng th&i can
nhac dén chi phi dbi
véi bénh nhan va xa
hoi

B) Panh gia hoat
dong bénh

Hoat déng nén
dwoc danh gia
trong méi 1an tham
kham (tan suét tuy
theo quyét dinh cua
bac si), v&i viéc danh
gia tén thwong co
quan (it nhat hang
nam), str dung cac
cong cu da duoc xac
thwe

Fanouriakis A, et al. Ann Rheum Dis. 2024;83:15-29.

C) Cac can thiép'
khoéng dung thuéc:

Nhirng bién phap
thuc day strc khée
xwong quan trong dé
cai thién két qua lau
dai

—

D) Can thiép dworc ly:

Dwa trén dac diém cua
bénh nhan, phan loai
va mwc dé nghiém
trong cda tén thwong
co quan, tac dung phu
clia diéu tri, bénh di
kém, nguy co tén
thwong co quan tién
trién va s& thich cta
bénh nhan

-
\ 4

E) Muc tiéu chan
doan, sang loc va
dieu tri:

Chéan doan sém, sang
loc thwdng xuyén dé
phat hién tén thwong
co quan, bat diu diéu
tri kip thei nham muc
dich lui bénh (hoac
hoat ddng bénh thap)
va tuan thu nghiém
ngat diéu tri
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Figure 2 The number of physicians who assessed patients before arriving at the final diagnosis.
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Delayed diagnosis adversely affects © The Authors) 2021

. . o
= outcome in systemic lupus

Article reuse guidelines:

erythematosus: Cross sectional DL 1011771096 1203320983445
. journals.sagepub.com/home/lup
analysis of the LulLa cohort §SAGE

Anna Kernder' ®, Jutta G Richter', Rebecca Fischer-Betz',
Borgi Winkler-Rohlfing®, Ralph Brinks', Martin Aringer’,
Matthias Schneider' and Gamal Chehab'

Results: Mean duration between the onset of symptoms and the diagnosis of SLE was 47 months (SD 73). The longer
the time to diagnosis, the higher the disease activity (p=0.199, p < 0.0001), the disease-related damage (= 0.137,
p=20.002) and fatigue (B 0.145, p=0.003) and the lower the health-related quality of life (physical p= —0.136,
p = 0.004, mental p = —0.143, p=0.004).

Conclusion: In systemic lupus erythematosus, longer time to diagnosis was associated with worse outcome. Concepts
in care with the intention to shorten the time to diagnosis are needed to improve the long-term outcome of the disease.
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Khuyén nghi ciia EULAR 2023 vé Quan ly Lupus ban dé hé thong :

5 nguyén tac bao quat
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SLE can dwoc quan
ly da chuyén khoa,
ca nhan hoéa voi sw
giao duc cho bénh
nhan va quyét dinh
chung, ddng th&i can
nhac dén chi phi dbi
véi bénh nhan va xa
hoi
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B) Panh gia hoat
dong bénh

Hoat déng nén
dwoc danh gia
trong méi 1an tham
kham (tan suét tuy
theo quyét dinh cua
bac si), v&i viéc danh
gia tén thwong co
quan (it nhat hang
nam), str dung cac
cbng cu da dwgc xac
thwe

Fanouriakis A, et al. Ann Rheum Dis. 2024;83:15-29.
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C) Cac can thiép'
khéng dung thuéc:

Nhirng bién phap
thuc day strc khée
xwong quan trong dé
cai thién két qua lau
dai

—

D) Can thiép dworc ly:
Dwa trén dac diém cua

bénh nhan, phan loai
va muc do nghiém
trong cda tén thwong
co quan, tac dung phu
clia diéu tri, bénh di
kém, nguy co tén
thwong co quan tién
trién va s& thich cta
bénh nhan
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E) Muc tiéu chan
doan, sang loc va
diéu tri:
Chéan doan sém, sang
loc thwdng xuyén dé
phat hién tén thwong
co quan, bat diu diéu
tri kip thei nham muc
dich lui bénh (hoac
hoat ddng bénh thap)
va tuan thu nghiém
ngat diéu tri




Muc tiéu diéu tr

S —— | — —=
Giam hoat dong cua bénh! I Pat dwoc LLDAS! I MGlan? t'hleu~
S Ak Adiuimntin A thiét hai tich liiy?

Ngan ngtra bung phat! Cai thién HRQoL!?

Pat duwoc lui bénht

Cai thién kha nang
song con?!

Giam st dung GC*

GC, glucocorticoid; HRQoL, health-related quality of life; LLDAS, Lupus Low Disease Activity State; SLE, systemic lupus erythematosus.
1. Fanouriakis A, et al. Ann Rheum Dis. 2024;83:15-29..



Pinh nghia vé Lui bénh va LLDAS dworc thiét 1ap

Lui bénh DORIS

Chuyén gia vé bénh Lupus qudc té Cac chuyén gia hop tac vé bénh Lupus Chau A -
Thai Binh Dwong

cSLEDAI =0 SLEDAI-2K <4

PGA<0.5 PGA <1

GC <5 mg/day GC =7.5 mg/day

Thubc e ché mién dich/Thubc sinh hoc dwoc phép

aDefined as any new SLEDAI-2K component that was not present at the previous assessment; *Scale 0-3.°EULAR recommends <5 mg/day®

APLC = Asia-Pacific Lupus Collaboration; cSLEDAI = clinical Systemic Lupus Erythematosus Disease Activity Index; PGA = Physician’s Global Assessment of disease activity (on a 0 to 3 visual analog scale); SELENA = Safety of Estrogens in
Lupus National Assessment ; SLEDAI = Systemic Lupus Erythematosus Disease Activity Index; SLE = systemic lupus erythematosus.

1. van Vollenhoven RF et al. Lupus Sci Med. 2021;8(1):e000538; 2. Parra Sanchez AR et al. Nat Rev Rheumatol. 2022;18(3):146-157; 3. Franklyn K et al. Ann Rheum Dis.

2016;75(9):1615-1621; 4. Golder V et al. Lancet Rheumatol. 2019;1(2):e95-e102. 5. Fanouriakis A, et al. Ann Rheum Dis. 2024;83(1):15-29.



Thang diém SLEDAI-2K

Khoéng hoat déng
(SLEDAI

= O)’

Hoat déng n,ht_a
(SLEDAI =1 den 5),

Hoat déng vu’a! phai
(SLEDAI = 6 den 10),

SLEDAI-2K (30 DAYS)

Hoat déng cao

(SLEDAI = 11 dén 19)

Hoat dong rat cao

(SLEDAI220).

DATA COLLECTION SHEET Kl D Myositis Proximal muscle aching/weakness, associated with elevated
creatine phosphokinase/aldolase or electromyogram changes
Study No.: Patient Name: Visit Date: or a biopsy showing myositis.
d m yr
(Enter weight in SLEDAI-2K Score column if descriptor s present at the time of the visit or in the preceding 30 days) 4 E] Urinary casts Heme-granutar or red blood cell casts.
Weight | SCORE | Descriptor Definition 4 [] | Hematuria >5 red blood celis/high power field. Exclude stone, infection, or
[] | Seizure Recent onset, exclude metabolic, infections, or drug causes. other cause.
[[] | Psychosis Altered ability to function in normal activity due to severe disturbance 4 [] | Proteinuria >0.5 gram/24 hours.
in the perception of reality. Include hallucinations, incoherence, < r -
mmam&.'mwmmmmw 4 D Pyuria >5Mﬂebloodcel!sﬂnghpowﬁeld£mbdainlemn.
iogical thinking, bizarre, disorganized, or catatonic behavior.
Exclude uremia and drug causes. 2 [[] |Rash Inflammatory type rash.
8 [] | Organic brain syndrome | Altered mental function with impaired orientation, memory, or other 2 [] | Awopecia Abnormal, patchy or diffuse loss of hair.
inteliectual function, with rapid onset and fluctuating clinical features,
inability to sustain attention to environment, plus at least 2 of the 2 D Mucosal ulcers Oral or nasal uicerations.
following: perceptual disturbance, incoherent speech, insomnia or 2 ritic chest pain with rub or or
it o s - [(] | Pleurisy P::umdmpal pleural effusion
activity. Exclude metabolic, infectious, or drug causes. [:] 9
2 Pericarditis Pericardial pain with at least 1 of the following: rub, effusion, or
8 Visual disturbance Retinal changes of SLE. Include cytoid bodies, retinal hemorrhages, electrocardiogram
D serous exudate or hemorrhages in the choroid, or Oplic neuritis. or echocardiogram confimation.
Exclude hypertension. infection, or drug causes. 2 | [ |Lowcomplement Decrease in CHS0, C3, or C4 below the lower limit of normal for
8 [[] | Cranial nerve disorder | New onset of sensory or motor neuropathy involving cranial nerves. testing laboratory.
8 [[] | Lupus headache Severe, persistent headache; may be migrainous, but must be 2 [[] | Increased DNA binding | Increased DNA binding by Farr assay above normal range for
nonresponsive o narcotic analgesia. testing laboratory.
[] |cva New onset of cerebrovascular accident(s). Exicude anteriosclerosis. 1 D Fever >38° C. Exclude infectious cause.
Vasculitis Ulceration, gangrene, tender finger nodules, periungual infarction, Th 100, 1
O i gppolicosel bk g _ 1 | rombocytopenia <100,000 platelets/x 10%L, exclude drug causes.
4 [] | Adnaitis zzpmmn;;mmmamammuona.e..mmu, 1 [] | Leukopenia <3000 white blood celis/x 109, exclude drug causes.
swaolling, or offusion).

Adapted from: DD Gladman et al., J Rheumatol 2002;29:288-91




Phan d® mirc dd bénh cta Lupus ban dé hé thong eu I ar

Triéu chirng toan than/viém

P  Tdn thwong co quan chinh (than, than
&p nhe/ban dé da < 9%

BSA/tiéu cau 50-100G/I;
SLEDAI < 6;
BILAG C hodc < 1 BILAG B

kinh, mach mau, giam tiéu cau

<20G/l); SLEDAI > 12; =2 1 BILAG A

Nhe

Trung binh

* Viém da kh&dp/ban dé da 9-18%
BSA/viém mach & da < 18% BSA;

« tiéu cau 20-50G/I:
« SLEDAI 7-12; 22 BILAG B

11 Antonis Fanouriakis et al. Ann Rheum Dis 2024;83:15-29



Khuyén nghi cia EULAR vé diéu tri Lupus khdng téon thwong than

Diéu tri Lupus khéng ton thwong than

Diéu tri b6 tro

Tap thé duc

Thang SLEDAI

Khong hut thudc HCQ (t4t ca bénh nhan trir khi chéng chi dinh) lam sang = 0
An kién
N g > 3 ) o . 2 .z ) . o 2 GCQ < Treatment of non-renal SLE. Top-to bottom sequence does
Tiém vaccine GC PO/IV (néu cén, str dung trong thoi gian ngdn dé kiém soat bénh, giam liéu < 5 GC < 5mg/ngay not imply order of preference (eg, MTX, AZA and MMF are
‘R P A o . £ , 2 o < £ P 2 equal options for second-line therapy in mild disease or
Kiém soat can nang mg/ngay nhanh nhat cé thé hoac ngirng néu cé thé) first-line therapy in moderate disease). *Mild disease:
Kiém soat huyét ap urface area: PLT 50-100 x 1071 SLEDAI <6, BILAG C
’ MTX surface area; —100 x ; <6; or
ni 2 ~ <1 BILAG B manifestation. *Moderate disease: moderate-
llpld va glucose Hoac severe arthritis ‘RA-like’; rash 9%-18% BSA; PLTs 20-
v A 50x10°%L; serositis; SLEDAI 7-12; 22 BILAG B
AZA Mu,c dc-) hoat manifestations. *Severe disease: major organ threatening
déng bénh disease (cerebritis, myelitis, pneumonitis, mesenteric

vasculitis); thrombocytopenia with PLTs <20 x 10%/L;TTP-
MMF SLEDA| 4 like disease or acute hemophagocytic syndrome; rash>18%
. o . BSA; SLEDAI >12; 21 BILAG A ifestations.
Acetylsalicylic acid, Yand anifrolc

MMF
HCQ TRecommendation of belimumab and anifrolumab as first-
t BN line therapy in severe disease refers to cases of extrarenal
VKA GC = 5 mg/ngay SLE with non-major organ involvement, but extensive
H A o A disease from skin, joints, and so on. The use of anifrolumab
(In aPL+/APS) + :rhUOC we Che as add-on therapy in severe disease refers mainly to severe
AN' m|én dlCh hOéC té.C skin disease. For patients with severe neuropsychiatric

disease, anifrolumab and belimumab are not

CNI nhan sinh hOC recommended.

CNI c’), I PN . 2 Fanouriakis A, et al. Online ahead of print. Ann Rheum Dis.
ieéu duy tri va 2023.

Panh gia cYC dung nap tot

Tuan tha diéu tri
RTX RTX

|
Muéc A Mdéc B Mdéc C Mdéc D ARD

©2024 by BMJ Publishing Group Ltd and European League Against Rheumatism Antonis Fanouriakis et al. Ann Rheum Dis 2024;83:15-29




EULAR 2023 khuyén nghi Liéu muc tiéu cia Hydroxychloroquine (HCQ)

Khuyén nghi LoA mean (SD)

1. Hydroxychloroquine dwoc khuyén céo cho tat ca bénh nhan (1b/A), triv khi chong chi dinh, véi
liéu muc tiéu la 5 mg/kg trong lwong co thé thwe/ngay (2b/B), nhwng duwoc ca nhan héa dwa trén 9.21 (3.35).
nguy co bung phat (2b/B) va déc tinh v&i vong mac.

Trong s6 nhirng bénh nhan s dung ,
hydroxychloroquine lau dai, ty 1€ tich Gy mac bénh
véng mac sau 15 nam

Két qua bénh vong mac tong thé, da
dieu chinh theo cac yeu to nén tang

50

3325 nguoi tredng thanh
* 25 nam s dung
hydroxychloroquine
(2004—2020)

*Sang loc bénh véng
mac dén nam 2020

40
= >&mg/kg/day

| T 27% | 11.4% | 21.6*

//F/_JF_J Liéu 5 mg/kg Liéu 5-6 Liéu cao hon
_ maoi ngay mg/kg moi 6 mg/kg mbi

6 7 & 9 10 1 12 13 14 15 hoac thép hon ngay ngay
Time From Hydroxychloroquine
Treatment Initiation, y

R
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1. Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024;83:15-29
2. Ann Intern Med . 2023 Feb;176(2):166-173. doi: 10.7326/M22-2453. Epub 2023 Jan 17.



EULAR khuyén nghi giam thiéu viéc str dung glucocorticoid

LoA mean (SD)

Glucocorticoid, néu can, dwoc dung liéu dwa trén loai va mirc dé anh huwéng dén co quan (2b/C)
va nén giam xudng liéu duy tri <5 mg/ngay (twong dwong prednisone) (2a/B) va, khi cé thé, ngirng

2 st dung; d6i voi bénh nhan méc bénh tir trung binh dén nang, co6 thé can nhéc tiém tinh mach
methylprednisolone véi liéu 125-1000 mg/ngay, trong 1-3 ngay (3b/C).

9.32 (0.91)

Viéc str dung glucocorticoid nén dwgc Nén st dung cac phwong phap diéu tri

han ché giam thiéu steroid

« O nhirng bénh nhan khong thé giam GC, nén s
dung liéu phap diéu hoa mién dich/trc ché mién dich
va/hodc cac thubc sinh hoc

« GC chi nén dwoc xem xét nhw liéu phap cau néi trong
cac giai doan hoat dong cua bénh

« Diéu trj duy tri GC nén dwoc giam thiéu xudng liéu <5

mg/ngay * Nén can nhac kh¢i dau nhanh cac phwong phap

diéu trj giam thiéu steroid dé kiém soat bénh va hé
« GC nén dwoc ngirng str dung khi cé thé, véi muc tro’ giam liéu cling nhw ngirng glucocorticoid
tieu toi wu la nglrng hoan toan

EULAR, European Alliance of Associations for Rheumatology; GC, glucocorticoid; HCQ, hydroxychloroquine; 1S, immunomodulating/immunosuppressant; LOA,
level of agreement; SD, standard deviation; SLE, systemic lupus erythematosus

Fanouriakis A, et al. Ann Rheum Dis 2024;83:15-29



. y

Ngay ca lieu thap cta GC (57,5 mg/ngay) ciing c6 thé gép phan gay ton
thwong co’ quan theo thoi gian

Median (range) SDI increase according to the level of remission (N=293)!

1 nam lui 2 nam lui 3 nam lui 4 nam lui 25 nam
bénh bénh bénh bénh lui bénh Trong sb nhirng bénh nhan dat
(n=27) (n=47) (n=45) (n=26) (n=113) dwoc lui bénh =5 nam, nhirng
A A R x bénh nhan lui bénh Iam sang khi
L hl ' '
dg'ng‘-*gc*am sang van 1 (0-3) 1 (0-3) 1 (0-2) 1 (0-3) 1 (0-3) ngtrng duing GC hoéc Iui bénh

hoan toan it bi tbn thwong hon (P

Lui bénh [am sang khi <0,001) so v&i nhirng bénh nhan

ngirng dung GCt 1(0-2) 1(0-2) 0(0-3) 0(0-3) 0(0-1) lui bénh 1am sang van ding GC
Lui bénh hoan toant 2 (1-3) 0 (0-0) 0 (0-2) 0 (0-0) 0 (0-2)
p-value P>0.05 P>0.05 P>0.05 P>0.05 P<0.001

O nhirng bénh nhan Lupus ban dd hé thdng, nén diéu tri bang liéu GC thap nhéat cé thé dé giam thiéu nguy co
gay hai cho tim mach?

* Lui bénh 1am sang trén GC dwoc dinh nghia la bénh ly tinh lang lam sang theo SLEDAI-2K & nhitng bénh nhan dung prednisone 1-5 mg/ngay (cho phép IS va AM én dinh);

+ Lui bénh l1am sang khi khéng diing GC dwoc dinh nghia la hoat dong huyét thanh hoc véi bénh ly tinh lang lam sang theo SLEDAI-2K & nhirng bénh nhan khong diing GC (cho phép IS va AM 6n dinh);

1 Lui bénh hoan toan dwoc dinh nghia la khéng cé hoat dong Iam sang va huyét thanh hoc (SLEDAI-2K=0) & nhirng bénh nhan khéng dung GC va khéng ding IS (cho phép AM)

AM, thudc chdng sét rét; GC, glucocorticoid; IS, thuc trc ché mi&n dich; SDI, Chi sb tdn thwong ciia Hoi thap khép hoc Hoa Ky/Phong kham hop tac quéc té vé bénh lupus; SLE, bénh lupus ban dé hé théng;
SLEDAI-2K, Chi sb hoat déng ctia bénh lupus ban d4 hé théng 2000

1. Zen M, et al. Ann Rheum Dis 2017;76:562-565; 2. Drosos GC, et al. Ann Rheum Dis 2022;doi 10.1136/annrheumdis-2021-221733: Feb 2 [Epub ahead of print]



Nguy co’ ton thwong co quan & mirc lieu dwéi 5 mg/ngay

Table 3.

Nguy co tén thwong co’ quan lién quan va khong lién quan dén glucocorticoid (GC) trong 2
nam theo doi v&i cac mé hinh giam lieu GC & 127 bénh nhan mé&i dwoc chan doan

GC-related damage GC-unrelated damage
Crude OR P Adj OR* P Crude OR (95% CI) P Adj OR* P
) (95% CI) (95% CI) (95% CI)
Nhém tham chiéu
(Giam liéu PDN <5 mg/day) Ref. Ref. Ref. Ref.
That bai giam liéu PDN <5 mg/ngéy 0.86(0.21t03.22) 0.824 0.98(0.20t0 4.45) 0.975 0.69 (0.25t0 1.81) 0.457 1.02(0.32t03.24) 0.967

Khéng bao gi» giam lidu PDN <5 mg/ngay |454(1.47t015.10) 0.010 590 (1.53t027.0)| 0.014 1.89(0.71t05.03) 0.197 2.28(0.70t07.57) 0.168

*Adjusted for age, gender, ECLAM score, baseline SDI and PDN daily dose.

ECLAM, European Consensus Lupus Activity Measurement; GC, glucocorticoid; PDN, prednisone; SLE, systemic lupus erythematosus.

Bénh nhan giam liéu dwéi 5 mg/ngay thanh céng cé nguy co tich tu ton thwong co’ quan lién quan dén GC
thap ho'n so vei bénh nhan khéng giam xudng dwé&i 5 mg/ngay

16
RMD Open. 2022 Dec 29;8(2):e002701. doi: 10.1136/rmdopen-2022-002701



Giam lieu corticosteroid cé thé lam giam nguy co

>
= A

tién trién ton thwong co’ quan

Glucocorticoid Ia yéu to chinh trong s tich Iy ton thwong Nguy co tén thwong tang khi liéu corticosteroid 27.5 mg/ngay?

Liéu trung binh

Prednisone (mg/ngay) Buc thiy tinh thé

> 0-6 1.16

Gay xwong do loang xwong

> 6-12 1.50

Bénh tim mach

> 12-18 1.64

Tén thwong than

> 18 2.51

o

0.5 1 1.5 2 2.5 3

Nghién ctru doc danh gia 525 bénh nhan SLE tr Hopkins Lupus Cohort Ty so nguy co (95% CI)

Glucocorticoid chiju trach nhiém cho 80%0 Giam liéu corticosteroid xubng <7.5 mg/ngay cé thé
tbn thwong co quan trong vong 15 nam lam gidm nguy co tién trién tén thwong co quant?

Cl = khoang tin cay.
* HR dworc didu chinh theo tudi, gi¢i tinh, chling tdc/dan toc, lidu prednisone ban d&u, mic do hoat ddng SLE ban dau, tén thwong co quan ban 3P<0.001; *P=0.041 so v&i bénh nhan dung lieu corticosteroid <7.5 mg/d.
d4u va cac yéu té thay ddi theo thai gian.

1. Al Sawah S et al. Lupus Sci Med. 2015;2(1):e000066. 2. Thamer M et al. J Rheumatol. 2009;36(3):560-564. 3. Gladman DD et al. J Rheumatol. 2003;30(9):1955-
a.Thamer M, et al. J Rheumatol. 2009;36:560-564; b. Gladman DD, et al. J Rheumatol. 2003;30:1955-1959. 1959. 4. Urowitz MB et al. Arthritis Care Res (Hoboken). 2012;64(1):132-137. 5. Durcan L, Petri M. Lupus. 2016;25(10):1070-1079.



Khuyén nghi cia EULAR vé quan Iy SLE: cap nhat nam 2023

Kh uyén cao LoA mean (SD)

O nhirng bénh nhan khéng dap trng v&i hydroxychloroquine (dung don 1& hodc két hop
v&i glucocorticoid) hodc khéng thé gidm glucocorticoid xudng liéu chip nhan duoc cho
3 viéc st dung lau dai, nén can nhéc bb sung cac tac nhan diéu hda mién dich/trc ché mién 9.32 (0.91)
dich (vi du: methotrexate [1b/B], azathioprine [2b/C] hoac mycophenolate [2a/B]) va/hoac
cac tac nhan sinh hoc

EULAR, European Alliance of Associations for Rheumatology; GC, glucocorticoid; HCQ, hydroxychloroquine; IS, immunomodulating/immunosuppressant; LoA, level of agreement;
SD, standard deviation; SLE, systemic lupus erythematosus
Fanouriakis A, et al. Ann Rheum Dis 2024;83:15-29



Khuyén nghi cia EULAR vé quan |y SLE: cap nhat nam 2023

LoA mean (SD)

O nhirng bénh nhan khéng dap rng véi hydroxychloroquine (dung don I& hodc két hop
v&i glucocorticoid) hoac khdng thé gidm glucocorticoid xudng liéu chap nhan dwgc cho

3 viéc sir dung lau dai, nén can nhac b sung cac tac nhan diéu hoa mién dich/rc ché 9.32 (0.91)
mién dich (vi du: methotrexate [1b/B], azathioprine [2b/C] hodc mycophenolate [2a/B])

va/hoac cac tac nhan sinh hoc

and their approval was the result of RCTs in similar extrarenal
SLE populations. The panel noted that there are more than 10
vears of real-life clinical experience with belimumab, while no
real-life darta for anifrolumab had been published by the time
of the SLR completion. (2) The positioning of biological agents
in relation to conventional immunosuppressive drugs for the
treatment of SLE. For the latter point, while considerations
from specific countries, healthcare settings and biological reim-
bursement policies have to be taken into account, most panel-
lists agreed that prior use of a conventional immunosuppressive
drug (MTX, AZA, mycophenolate mofetil or mycophenolic acid
(henceforth combined referred to as ‘mycophenolate’, see online
supplemental table 1 for details), leflunomide™® or others) should
not be mandarory for initiating anifrolumab or belimumab. Of
note, this is unchanged from the 2019 recommendations. The
rationale driving this statement was that, despite their substan-
tially higher cost, approved biological drugs have proven their
efficacy in high-quality RCTs, while such data are lacking for
conventional immunosuppressive drugs, which continue to be
used based on rheumarologists’ long-term real-life experience.
This recommendation received 84.6% agreement and mean (SD)

O nhirng bénh nhan
khéng dap wng voi
HCQ + GC

hodc khéng thé giam
lieu GC

\ 4

Thubc didu hoa mién dich—> Thudc sinh hoc

, Thuéc didu hoa
Thudc sinh hoc —>  mién dich

Thubc sinh hoc va thuéc diéu hda mién dich




Nhirng thay doéi trong tiép can diéu tri SLE?

P

D

o~
Tiép can theo muc tiéu

/ dieu trij’

Céac nguyén tac cua diéu tri

Giam lieu GC!

-
a

.

1
/ Chan doan s&m / . ) A ,
~r b ~ 4R s Ap dung kip the&i lieu phap trc
Theo doi chat ché de dieu £ .z s )
\ | tri sé&'m / ché mién dich va sinh hoc®

- Phong ngtra tén thwong
« S¢& thich cua bénh nhan

P

GC, glucocorticoid; SLE, systemic lupus erythematosus.
1. Fanouriakis A, et al. Ann Rheum Dis. 2024,;83:15-29; 2. Tani C, et al. Lupus Sci Med..

2024;11(2):e001207.



Khuyén nghi cia EULAR vé quan Iy SLE: cap nhat nam 2023

Khuyén céo LoA mean (SD)
O nhirng bénh nhan bi ton thwong ndi tang nghiém trong hoac de doa tinh

mang, can xem xét cyclophosphamide dwéng tinh mach (2b/C); trong truwdng 9.38 (0.99)
hop khang tri co thé xem xét rituximab (2b/C).

Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024;83:15-29



Khuyén nghi cia EULAR vé quan Iy SLE: cap nhat nam 2023
LoA mean (SD)

Diéu tri bénh da hoat ddng nén bao gém céac tac nhan bdi ngoai da (glucocorticoid, chat trc
5 ché calcineurin) (2b/B), thudc chong sot rét (hydroxychloroquine, chloroquine) (1a/A),

va/hoac glucocorticoid toan than (4/C) khi can, vé&i methotrexate (1b/B), mycophenolate

(4/C), anifrolumab (1a/A) hoac belimumab (1a/B) dwgc xem xét nhw liéu phap hang th hai.

9.35 (1.06)

For the —40% of paﬁents uot’ respond ing to first-line rhempyf'?
comparative studies among existing immunosuppressive drugs
are lacking. Despite this paucity, recommended second-line drugs
have partly changed from 2019, because the Task Force decided
to recommend drugs more familiar to rheumarologists (such as
MTX or mycophenolate, instead of dapsone or retinoids). A
small retrospective study in 73 patients with refractory CLE to LA . N A e . L, n e . e Z e L, N o
first-line therapy found similar response rates (~6506) between Diéu tri hang dau dwoc khuyén nghij (tac nhan béi ngoai da, thuéc chong sot rét va/hoéc
MTX and mycophenolate.”™ Anifrolumab and belimumab have . f N ~ ~ 2. a £ A+ ss > ~ ~ ~
: . [¢)
bOTl]ShO\‘.‘llE‘tﬁ(‘é\(‘yilllllllCGClltﬂllE‘OllSlIlilIliteStE\fiDllSOfSLE,:‘gSU g/UCOCOrtICOId toan than) khong thay dOI trong tuyen bO. DOI VO’I khoang 40/0 b_enh nhan khong

although only anifrolumab has used the Cutaneous Lupus Area z - 2 [ra z A PN r A z z ' a - z :~ z £ - X : X
and Severity Index in its clinical programme, whereas belimumab dap U’ng VoI /Ieu phap dau tlen’ hl.en Chl.f’a CO cac nghlen Ccuu SO Sanh glwa cac thUOC wc Che mien
has reporred TESPOTNSES acccrdimg to the generﬂl instruments H 1A A A IA 7 A 7 2 A A A A S 1IA A - A
R R ey e W e DL e s dich hn_,en c6. Mot nghién ctru héi cteu nho trén 73 bénh nhdn CLE khang vaéi liéu phap hang dau
of Recommendation, despite positive RCT data). Importantly, A 7 1A A 7 ~ () 17 3

the list of recommended dl;ugs}is indicative and other rrkeacmenrs Cho thay ty l'e dap Ll”ng two,ng tU"( 65 A)) gllj’a MTX va myCOphenO/ate.

may be considered as second-line or third-line options, including

dapsone, retinoids, CNI, AZA, CYC and RTX, ideally in collab-

oration with dermatologists experienced in the treatment of

CLE. Finally, thalidomide and, more recently, lenalidomide, are

effective in various subtypes of cutaneous lupus,’' ** and lena-

lidomide has a lower risk for polyneuropathy than thalidomide;

however, they should both be reserved for patients that have

failed multple previous agents, and with the utmost caution in

women of reproductive age. This recommendation was agreed
on by 96,300, mean LoA (SD) was 9.35 (1.06).

Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024;83:15-29



Khuyén nghi cia EULAR vé quan Iy SLE: cap nhat nam 2023

Khuyén cao LoA mean (SD)

Lupus than kinh tam than: GC va thudc &c ché mién dich. Néu lién quan APS,

. % o ; VO 9.68 (0.81)
dung chong déng/khang két tap tieu cau.

Pé diéu tri giam tiéu cau tw mién cap tinh ndng, can can nhac diéu tri
glucocorticoid liéu cao (bao gom cé bolus methylprednisolone tinh mach) (4/C),
7 c6 hodc khéng c6 globulin mién dich G dwdng tinh mach (4/C), va/hoac 9.48 (0.86)
" rituximab (2b/B), va/hoac cyclophosphamide tinh mach liéu cao (4/C), sau do ' '
can nhac diéu tri duy tri bang rituximab (2b/B), azathioprine (2b/C),
mycophenolate (2b/C) hoac cyclosporine (4/C).

Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024:83:15-29
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Khuyén céo LoA mean (SD)

Bé&nh nhan bi viém than lupus tang sinh hoat déng nén dung cyclophosphamide
tinh mach liéu thap (ché dé liéu EuroLupus) (1a/A) hodc mycophenolate (1a/A)

3 va glucocorticoids (bolus methylprednisolone tinh mach sau d6 la lieu uong thap
hon); co thé xem xét diéu tri két hop vai belimumab (khi dung
cyclophosphamide hodc mycophenolate (1b/A)) hoac thudc trc ché calcineurin
(dac biét la voclosporin hoac tacrolimus, khi dung mycophenolate, 1b/A).

9.36 (1.06)

Piéu tri duy tri viém than lupus nén tiép tuc trong it nhat 3 ndm sau khi dat
dwoc dap &ng (2b/B); bénh nhan ban dau dwoc diéu tri bang mycophenolate

9 don tri hodc két hop v&i belimumab hodc thudce tre ché calcineurin nén duy tri
bang cac thudc nay (1A/A); trong khi nén chuyén sang dung azathioprine hoac
mycophenolate & nhirtng ngw®i ban dau dwoc diéu tri bang cyclophosphamide
don tri (1A/A) hodc két hop v&i belimumab (1A/A) .

9.56 (0.81)

Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024:83:15-29
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Khuyén céo LoA mean (SD)

10

O nhirng bénh nhan cé nguy co cao suy than (dwoc dinh nghia la cé mirc

loc cau than (GFR) giam, hién dién hinh anh md hoc nhw liém té bao, hoai ti

dang fibrin, hodc viem mé ké nang), cyclophosphamide liéu cao tiém tinh 9.57 (0.86)
mach (theo phac do NIH) két hop v&i methylprednisolone tiém tinh mach

dang bolus, cé thé dwoc can nhac str dung..

Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024:83:15-29



Khuyén nghi ciia EULAR vé dieu tri Lupus cé ton thwong than

Diéu tri Lupus cé ton thwong than

HCQ (tat ca bénh nhan trir khi chdng chi dinh)

Diéu tri bo
sung nham bao
vé than
ACEI/ARBs #

Muc tiéu
3 thang
>25% murc giam
protein niéu

GC PO/IV (can nhdc MP IV liéu pulse, sau do 0.3 -0.5 mg/kg/ngay phu thudc vao
murc do néng; gidm liéu xubéng < 5mg/ngay nhanh nhét c6 thé)

Can nhac

SGLT2i 06tha}ng -
(Néu gidm Lidu thap CYC > 50% mirc giam
eGFR) = protein niéu t&i <3
VKA, heparin gr/ngay

MMF/Liéu thdp CYC + BELS

MMF + CNI (esp. VOC, TAC)" L protein niéu < 0.5
Cac diéu tr| -07 gr/ngé_y
3 trén trie khi At ca Vi
. . Lidu cao CYC k1 renti . (tat ca voi eGFR
Tuan tha dieu dinh baseline)
tri RTX*

(néu bénh than

APS kém theo) 12 déen 24 thang

McA  MacB Mc C Mcrc D

Figure 2 Treatment of lupus nephritis. Top-to-
bottom sequence does not imply order of
preference (similar to figure 1). # In addition to
general protective measures, as outlined in
figure 1. § BEL should always be given in
combination with MMF or low-dose CYC as initial
therapy, and with MMF or AZA as maintenance
therapy. "CNiIs should be given in combination
with MMF. *Particularly recommended in the
presence of poor prognostic factors: reduced
eGFR, histological presence of cellular crescents
or fibrinoid necrosis, or severe interstitial
inflammation. 1 Extension of high-dose CYC to
subsequent phase refers to severe LN cases, in
which bimonthly or quarterly CYC pulses may be
given following six monthly pulses. T In
relapsing/refractory disease, especially after
failure to CYC-based regimens. ACEi,
angiotensin-converting enzyme inhibitors; APS,
antiphospholipid syndrome; ARB, angiotensin
receptor blockers; AZA, azathioprine; BEL,
belimumab; CNI, calcineurin inhibitor; CYC,
cyclophosphamide; eGFR, estimated glomerular
filtration rate; GC, glucocortocoids; HCQ,
hydroxychloroquine; IV, intravenous; MMF,
mycophenolate mofetil; MP, methylprednisolone;
PO, per os; RTX, rituximab; SGLT2i, sodium
glucose transporter 2 inhibitors; TAC, tacrolimus;
Upr, urine protein; VKA, vitamin K antagonists;
VOC, voclosporin.

Fanouriakis A, et al. Ann Rheum Dis 2024;83:15-29



EULAR 2023 khuyén cao nén ngirng GC khi thuyén giam bén virng

LoA mean (SD)

DPoi véi bénh nhan SLE dat dwoc thuyén giam bénh bén virng, nén can nhac giam

1 4an gidu tri, bat dau bang viéc ngirng GC trwéc (2a/B)

9.89 (0.38).

11. In patients with SLE achieving sustained remission, gradual
tapering of treatment should be considered, with withdrawal of
glucocorticoids first (2a/B).
The possibility of tapering immunosuppressive treatment in
patients with SLE with quiescent disease was a specific research
question for the SLR, and concerned GC, immunosuppressive
drugs (conventional and biological), and finally, HCQ (in this
sequence). Regarding GC, a meta-analysis calculated a 2490 ~ . A , . , X < - DY .
pooled incidence of SLE flares following GC discontinuation, M t h t Ph h th d (I 5 / )
bur relative risk for major flares was not increased compared Q n g Ie n Cu’ u a I a p C 0 ay n g u’n g p re n Is o n e Ie u m g n g ay
with patients who continued GC.*? In an investigator-initiated

study from France, discontinuation of prednisone in patients 6’ bénh nhén 6” dinh ho’n 1 ném Iém téng nguy CO’ téi pha’t SO Vé’i ViéC

who had clinically quiescent disease for more than 1year and . A . ~ , » X X < X ~
received stable 5 mg/day proved inferior to continuation of the d t I 1 T h 1 t h h h th d' t
same dose, in terms of risk of disease flares.”” Cavears of this uy rl Ie u n ay' uy n Ien H CO mQ SO a n C e n uJ n g wn g u oc 9
study were discussed berween Task Force members, mainly the

abrupt discontinuation of prednisone and the fact that biolog- n gét Vé khé ng CO’ bé n h n hé n néo S CP d l.J ng th u 6c s i n h h Qc (Vl, d l-J n h u’

ical agents like belimumab were not received by any patient. It
was decided that these limitations, together with observational b I- b
studies that have shown no increased risk of flares with gradual e Im u m a ) .
tapering of GC to complete withdrawal® ® and the detrimencal
effects of long-term GC use, allow for a recommendation that
gradual GC tapering to discontinuation should be attempted in
SLE, in line with current recommendation 2.
Regarding immunosuppressive agents, a second investigator-
initiated RCT (Weaning of Immunosuppression in Lupus, WIN-
LUPUS) tested whether withdrawal of mycophenolate or AZA
after 2-3 years of therapy in LN would be non-inferior to contin-
uation for the occurrence of renal relapses. The study failed to
show non-inferiority, as patients in the discontinuation group
had more relapses of LN and more extrarenal flares.”” On the

contrary, similar to GC, uncontrolled observational studies have Mathian A, Pha M, Haroche J, et al. Withdrawal of low-dose
reported successtul withdrawal of immunosuppressive therapy prednisone in SLE patients with a clinically quiescent disease for more than 1 year: a randomized clinical trial. Ann Rheum Dis 2020;79:339-46.
Fanouriakis A, et al. Ann Rheum Dis 2024;83:15-29
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Khuyén céo LoA mean (SD)

Hoi chirng khang phospholipid huyét khoi (APS) lién quan dén SLE nén
duwoc diéu tri bang thudc khang vitamin K 1au dai sau bién cd huyét khoi
12 déng mach hodc bién cb huyét khdi tinh mach khéng co yéu td khéi phat 9.57 (0.83)
(1b/B); can can nhac dung aspirin liéu thap (75-100 mg/ngay) & bénh nhan
SLE khéng cé APS nhwng c6 hd so aPL nguy co cao (2a/B).

Can thuc hién tiém phong (virus herpes zoster, papillomavirus & nguoi,
13 cum, COVID-19 va phé cau khuan), quan ly strc khde ctia xwong, bao vé 9.85 (0.36)
than va quan li nguy co tim mach, va sang loc ung thw, (5/ D).

Fanouriakis A, et al. Annals of the Rheumatic Diseases 2024:83:15-29



Tom Tat Khuyén nghi EULAR 2023

Chan doan SLE Khéi dau diéu tri HCQ dwoc

s&m va toéi wu kip th&i nham khuyén nghi cho
héa diéu tri la rat thuyén giam tat ca bénh nhan
quan trong bénh (hoac hoat va nén giam
dong bénh thap) thiéu viéc st

dung steroid

Nén can nhac sv
dung cac thuoc trc
ché mién dich
va/hoac sinh hoc
dé kiém soat bénh
va hé tro giam liéu
cing nhw ngtrng
glucocorticoid

Cac liéu phap méi
dwoc phé duyét cho
viém than lupus (LN),
thay do6i mé hinh diéu
tri tir phac do khéi
phat/duy tri truyén
thong sang str dung
s&m cac liéu phap két
hop
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