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< Xo clrng bi (SSc) 1a mét bénh tw mién phire tap véi nhivng biéu hién triéu
chirng lam sang da dang:
o Toén thwong mach mau.
o HOI chirng Raynaud.
o RGi loan ty mién.
o Xo hoa da va cac co quan noi tang.

Khanna D, et al. Ongoing clinical trials and treatment options for patients with systemic
sclerosis-associated interstitial lung disease. Rheumatology (Oxford) 2019

< SSc |1a bénh hiém gép: tan suat 3 — 24 bénh / 100.000

% Tiéu chuan chan doan SSc cho dén nay van theo tiéu chuan chung cua
ELAR (European League against Rheumatism) va ACR (American

College of Rheumatology) nam 2013, dwa trén thang diém chung vé triéu
chirng va tw khang thé.

»

van den Hoogen F, et al. 2013 classification criteria
for systemic sclerosis. Arthritis Rheum 2013
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The scleroderma spectrum
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Localised scleroderma Autoimmune Systemic sclerosis
marphea) Raynaud's

https://www.ucl.ac.uk/immunity-transplantation/clinical- i https://www.thelancet.com/journals/lanres/art

services/diseases-treatments/autoimmune-diseases/scleroderma icle/P11S2213-2600%2819%2930480-1/fulltext
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Complications of systemic sclerosis
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< Xo phéi (LF: lung fibrosi§) trong bénh xo cuﬁn,g bi (SSc: systemic sclerosis
— X0 ctrng hé thong) la ton thwong moé ké phoi (ILQ: intgrst,itial lung
disease) thuwong gap va dwgc xem nhw la tiéu chuan dé xép loai SSc.

van den Hoogen F, et al. 2013 classification criteria
for systemic sclerosis. Arthritis Rheum 2013

< Xo phdi gap phai 80% SSc, mirc dd trung binh — nang xay ra trong
khoang 75% cac trwdng hop bénh nhan bi SSc, tuy nhién chi 1/3 trwdng
h(_)’p co roi loan thﬁng kKhi han ché. Denton CP, Khanna D. Systemic sclerosis. Lancet 2017,
< Nguy co nguwdi bi SSc co ton thwong mo ké phdi (SSc-ILD: systemic
sclerosis-associated interstitial lung disease): SSc véi ton thwong da lan
tda, gi&di nam, ngudi goc Phi, cé khang thé khang Scl-70.

< ILD dién tién dén LF Ia nguyén nhan cha yéu gay t&r vong & bénh nhan

| Rahaghi, F.F., Hsu, V.M., Kaner, R.J. et al. Expert consensus on the management of
systemic sclerosis-associated interstitial lung disease. Respir Res 24, 6 (2023).
- e
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< Xo phéi & bénh nhan SSc thuwdng khdng can phai sinh thiét phoi vi dac
trwng bdi xo hoda phdi — viem phdi ké khéng dac hiéu (NSIP: nonspecific

Interstitial pneumonia).

Fischer A, Swigris JJ, Groshong SD, et al. Clinically significant interstitial lung disease in
limited scleroderma: histopathology, clinical features, and survival. Chest 2008.

< Dac diém lam sang cua ton thwong phdi & bé&nh nhan SSc-ILD rat dac
trung:
o Rai loan théng khi han ché khi thdm do CNHH.
o Hinh a&nh ton thwong dang lwdi — kinh mé trén HRCT gitip chan doan
NSIP.

o Hinh anh viém phdi ké théng thwérng (UIP: usual interstitial
pneumonia) it thwdng gap hon trong xo phoi do SSc.

| Konopka KE, Myers JL. Interstitial lung disease pathology in systemic
sclerosis. Therapeutic Advances in Musculoskeletal Disease. 2021
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Interstitial lung disease
and idiopathic pulmonary fibrosis

Boyang Zheng'*?, Kevin ). Keen***, Marvin J. Fritzler®, Christopher J. Ryerson®?,
Pearce Wilcox?, Beth A. Whalen?®, Basak Sahin?, Iris Yao® & James V. Dunne®*~
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Figure 1. Notched box plots of identified cytokine differences between disease groups. All cytokine levels are

shown on a log scale.
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W) Check tor updates Interstitial Lung Disease in
Autoimmune Rheumatic Disorders

Special Collection

PJ Therapeutic Advances in Musculoskeletal Disease Rewview
- - - - Ther Adv Musculoskel Dis
Interstitial lung disease pathology in e o 1
H = DOi: 10L1 17T
systemic sclerosis 1759720%211032437
D The fAuvthorls), 2021.
Article reuse guideline=:
Kristine E. Konopka and Jeffrey L. Myers sagepub.comfjournals-

Table 1. Comparison of histologic features helpful in differentiating fibrotic NSIP, UIP, and PPFE.

Histologic feature Fibrotic NSIP UIP PPFE

Distribution of fibrosis Uniform Subpleural, lower Subpleural, upper
lobe-predominant lobe-predominant

Fibroblastic foci Absent Present Absent

Confluent scarring Absent Present Present

Honeycomb change Absent Present Absent

MSIP, nonspecific interstitial pneumonia; PPFE, pleuroparenchymal fibroelastosis; UIP, usual interstitial pneumonia.
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M) Checs for updates Interstitial Lung Disease in

Autoimmune Rheumatic Disorders

ﬂ Therapeutic Advances in Musculoskeletal Disease Review

Interstitial lung disease pathology in
systemic sclerosis

Kristine E. Knnopkae and Jeffrey L. Myers'G
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Figure 1. NSIP is characterized by uniform expansion of the interstitium with preservation of the underlying
alveolated lung architecture. In cellular NSIP (a], the interstitial abnormality is predominated by a chronic

inflammatory infiltrate, comprised mainly of lymphocytes and plasma cells, whereas fibrotic NSIP [b] is

relatively paucicellular and consists mainly of collagenous fibrosis.
NSIP, nonspecific interstitial pneumonia.
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M) Check for upates Interstitial Lung Disease in
Autoimmune Rheumatic Disorders

ﬂ Therapeutic Advances in Musculoskeletal Disease

Interstitial lung disease pathology in i
systemic sclerosis o0t 1

Kristine E. Konopka@ and Jeffrey L. Myers@

Figure 3. UIP results in a "patchwork™ pattern

of fibrosis that is accompanied by architecturally
distorting scarring and microscopic honeycomb
change [black arrow head). Scattered fibroblastic foci
(asterisk] are seen as pale zones located at transition
points between scarred lung and more normal-

Figure 2. Gross image of the lung’s visceral pleural appeanng lung pa renChyma'

surface demonstrates a "cobblestone” appearance U|P. usual interstitial pneumonia.
in UIP.
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) check forupdates Interstitial Lung Disease in
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H H oo 101177
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permissions

Figure 4. PPFE shows marked thickening of the visceral
pleura and subpleural lung zone by paucicellular
fibroelastosis. There is no honeycomb change, which is
an important clue in differentiating PPFE from UIP.
PPFE, pleuroparenchymal fibroelastosis; UIP, usual
interstitial pneumonia.
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FIGURE 3. Histopathology results from a patient with systemic sclerosis and FIGURE 4. Histopathology results from a patient with systemic sclerosis and
nonspecific interstitial pneumonia showing cellular interstitial infiltrates in a usual interstitial pneumonia showing patchy interstitial fibrosis in close proximity to
temporally uniform distribution. unaffected lung tissue.

@ EUROPEAN RESPIRATORY review

THE RESPIRATORY PROPESSIONALS UPDATE
ON MEDICINE., SCIENCE AND SURGERY

Home Ccurrent issue Fast issues Authorsireviewers Alerts

Scleroderma lung disease

Joshua J. Soloman. Amy L. Glsen, Aryeh Fischer, Todd Bull. Kevin K. Brown. Ganesh Raghu
ory Review 2013 22 619 DOI=: 10 1183/09059180 00005512

European Respi
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Clinical
Rheumatology

e ] e Ry

of Amacutorn or Weomatology

——umy Above, serial chest scans of a 57-year-old female with systemic sclerosis over eight years demonstrate the
progression of interstitial fibrosis.

dachliiis
Clinical Rheumatology (2023) 42:653—-661
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Clinical
Rheumatology

P T e
of Amacutorn or Weomatology

Fig.1 a Chest CT scan of a 52-year-old female with SS¢ dem-
onstrating lower lobe—predominant diffuse ground-glass opaci-
ues suggestive of NSIP mmagmng pattern. b Unenhanced axial
chest CT images of two patients with SSc-ILD showing lower
lobe-predominant ground-glass opacity, the dominant feature of
NSIP. In the image on the left. ground-glass opacities in the lower
lobes are peripheral in distribution (white arrows); these are more
diffuse in the image on the night. ¢ Dependent opacities (black
arrowheads) in the lung bases of a patient with SSc that persist

on the right on the prone image (white arrowhead), suggesting
early interstitial fibrosis. d Unenhanced axial chest CT image of a
S$7-year-old female with SSc-1LD showing ground-glass opacities
and retscular changes n a peribronchovascular (white arrowhead)
and subpleural (black arrowhead) distribution 1n the lower lobe.
The black arrow indicates a dilated esophagus. e Chest CT scan
showing subpleural sparing. CT, computed tomography: NSIP,
non-specific interstitial pneumonia; SSc-ILD, systemic sclerosis-
associated miterstitial lung disease

Clinical Rheumatology (2023) 42:653—-661
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Clinical
Rheumatology
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a Unenhanced axial chest CT images of two patients with SSc-ILD showing central traction bronchiectasis (highlighted within the black
circles). b Chest HRCT scan of a patient with SSc-ILD and a peripheral usual interstitial pneumonia pattern of fibrosis. CT, computed

tomography; HRCT, high-resolution computed tomography; SSc-ILD, systemic sclerosis-associated interstitial lung disease

Clinical Rheumatology (2023) 42:653—661
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2. Danh gia chirc nang bénh nhan SSc-ILD:
- M(rc d6 xo hda phdi trén HRCT
- Triéu chirng hd hap
- FVC, DLCO
- Kha nang gang strc (CPET, 6-min walk test)
- Tam soéat tang ap phoi
- Banh gia SpO2 luc nghi va luc van dong.
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4. Theo déi dién tien bénh SSc-ILD méi 6 thang bang cac danh gia:
- Triéu chirng hd hap
- Chtre nang hd hap
- Nghiém phap gang stc
- Cac chi diém sinh hoc:
* SP-D: lién quan dén hinh anh xo phdi/HRCT (OR: 3.15 [1.81-5.48])
* CCL18: dién tién xo hoa phdi

* KL-6: lién quan dén viém md ké SSc-ILD va thang diém xo phdi HRCT
Elhai M, et al. Arthritis Rheumatol. (2019). Oguz EO, et al. Clin Rheumatol. (2016)

5. Chup HRCT theo dién tién va danh gia Iam sang
6. Panh gia da chuyén khoa va ca thé héa diéu tri:
- Xem xét trj liéu khéng lién quan dén thudc

- Diéu trj dac hiéu SSc va xo phdi do SSc-ILD. -
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THUOC DIEU TR| XO PHOI & BENH NHAN SSc

1. Mycophenolate Mofetil (MMF)

o MMF: thudc trc ché tang sinh lympho bao va dwoc chon lwa hang dau &
BN SSc-ILD co nguy co Xo hoa phOI. Tashkin DP, et al. Lancet Respir Med. (2016)
o Liéu dung 1,5 — 3g/ngay chia l1am 2 lan udng.
J.G. Goldin, et al. Longitudinal changes in quantitative interstitial lung disease on computed tomography
after immunosuppression in the Scleroderma Lung Study Il. Ann Am Thorc Soc, 15 (2018), pp. 1286-

2. Cyclophosphamide (CYC)
o Téac dung phu nhiéu véi dwérng udng.

o Co6 thé dung dwdng truyén tinh mach méi thang, co thé phdi hop véi liéu
cao corticoid.

3. Azathioirine
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THUOC PIEU TRI XO PHOI © BENH NHAN SSc

4. Cyclosporine

o Hiéu qua thap va doc than.

5. Tacrolimus

o Uc ché calcineurin

C6 hiéu qua trong ngan ngtra dién tién bénh.
6. Bosentan

o Uc ché khéng chon loc thu thé endothelin

o Khong c6 hiéu qua trong lam cai thién bénh SSc-ILD.

e s
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THUOC BIEU TRI XO PHOI O BENH NHAN SSc: THUOC CHONG XO’
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THUOC PIEU TRI XO PHOI & BENH NHAN SSc: THUOC CHONG XO

1. Pirfenidone

o Pirfenidone dwoc str dung dau tién & BN Xo phdi v can (IPF: idiopathic
pulmonary fibrosis).

o BN xo phdi trong bénh canh SSc-ILD, udng Pirfenidone (1,200-1,800
mg/ngay) c6 thé giup cai thién tinh trang kho thé va dung tich song

o Té&c dung trén cai thién FVC khéng y nghia trong mot s6 NC.

o Thudc udng dung nap tot trong da so trwérng hop.

Miura Y, et al. Clinical experience with pirfenidone in five patients with scleroderma-related interstitial lung
disease. Sarcoidosis Vasc Diffuse Lung Dis. (2014) 31:235-8.
Khanna D, et al. An open-label, phase Il study of the safety and tolerability of pirfenidone in patients with scleroderma-

. associated interstitial lung disease: the LOTUSS trial. ] Rheumatol. (2016) 43:1672-9. doi: 10.3899/jrheum.151322
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THUOC PIEU TRI XO PHOI & BENH NHAN SSc: THUOC CHONG XO
2. Nintedanib

o Nintedanib 1a thudc trc ché tyrosine kinase gitp lam gidm hoat tinh
VEGF (vascular endothelial growth factor), FGF (fibroblast growth factor)
va PDGF (platelet-derived growth factor).

o Nintedanib lam tang hoat tinh CSF1R (colony stimulating factor 1
receptor).

o Nintedanib ngan chan bénh tién triér) va cai thién duw hau
& BN SSc-ILD ho&c PPF (xo phdi tién trién).

o Liéu dung 150mg x 2 lan/ngay giup cai thién sw sut giam
FVC hang nam; tac dung phu thuwong gap la ti€u chay.

O. Distler, et al.Nintedanib for systemic sclerosis—associated interstitial lung disease

N Engl J Med, 380 (2019), pp. 2518-2528 .
J.R. Seibold, et al. Safety and tolerability of nintedanib in patients with systemic sclerosis-associated interstitial lung I

disease: data from the SENSCIS trial Ann Rheum Dis, 79 (2020), pp. 1478-
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THUOC BIEU TRI XO PHOI O BENH NHAN SSc: CHE PHAM SINH HOC

1. Rituximab (RTX)
o RTX la khang thé don dong diéu tri dich lympho bao B-CD20+.

o Pwoc chi dinh cho BN SSc-ILD khang tri va co6 thé dung phdi hop voi
corticoid, CYC, va/hoac MMF: cai thién FVC, DLCO sau 1 nam.

Jordan S, et al. Effects and safety of rituximab in systemic sclerosis: an analysis from the
European Scleroderma Trial and Research (EUSTAR) group. Ann Rheum Dis. (2015)

o RTX cai thién FVC sau 2 ndm va duy tri sw 6n dinh ctia FVC sau 7 nam.

Daoussis, D.; et al. A multicenter, open-label, comparative study of B-cell depletion therapy with
Rituximab for systemic sclerosis-associated interstitial lung disease. Semin. Arthritis Rheum. 2017

o Nghién ctru DESIRES: RTX liéu 375 mg/m2 méi 4 tuan giup cai thién
trieu chirng ton thwong da va duy tri sw 6n dinh FVC.
Ebata, S.; et al. Safety and efficacy of rituximab in systemic sclerosis (DESIRES): A double-

-‘ blind, investigator-initiated, randomised, placebo-controlled trial. Lancet Rheumatol. 2021



PHAN lil. TIEP CAN CHAN POAN - BIEU TR| XO' PHOI / SSc

THUOC BIEU TRI XO PHOI O BENH NHAN SSc: CHE PHAM SINH HOC

. Tocilizumab (TCZ)
TCZ |4 khang thé don dong t&r ngudi ddi khang véi thu thé IL-6 chudi a.
Bé&nh nhan SSc-ILD dang bi tién trién c6 ndng dd IL-6 cao

TCZ cai thién co y nghia FVC sau 24 tuan diéu tri (-34 ml [TCZ group]
vs. =171 ml [control] respectively, p = 0.0368).

D. Khanna, et al. Safety and efficacy of subcutaneous tocilizumab in adults with systemic
sclerosis (faSScinate): a phase 2, randomised, controlled trial. Lancet, 387 (2016)

O O O DN

o NC phase Ill v&i TCZ cho thay TCZ gidp 6n dinh va duy tri sy sut giam
FVC thap hon so v&éi nhom déi chirng.

o TCZ cling giup lam giam ton thwong xo héa phdi danh gia qua HRCT.
D. Khanna, C.J.F. Lin, D.E. Furst, J. Goldin, G. Kim, M. Kuwana, et al.

‘ Tocilizumab in systemic sclerosis: a randomised, double-blind, placebo-controlled, phase 3
| trial Lancet Respir Med, 8 (2020), pp. 963-
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THUOC VA PIEU TRl KHAC CHO XO PHOI O BENH NHAN SSc

1. Thuoc thir nghiém Phase I

o Pomalidomide (POM)

o Bortezomib

o Imatinib mesylate va Dasatinib
o Riociguat

2. Diéu tri khac

o Ghép phdi

o Ghép TB goc.

e s



PHAN IV. KET LUAN

Xo’ phoi & bénh nhan SSc-ILD thwdng rat nang va la nguyén

1 nhan gay tw & bénh nhan.
) ) ) ) R
Viéc tam soat ton thwwroong phoi (NIP) & BN SSc can phai
dwoc thwe hién dwa vao lam sang va hinh anh hoc.
Y,

~

Cac thudc dieu tri chong xo phéi @ BN SSc-ILD cé hiéu
qua trong viéc duy tri FVC, cai thién hinh anh HRCT.
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