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Sarcoidosis

GAc nhin toan dién vé mét bénh ly mién dich

NGUYEN LE HA
KHOA DI NG, MIEN DICH VA DA LIEU
BENH VIEN E




T Sarcoidosis??? Chi co vay

H0| nghl thwong nién 2023

DAy 1a bénh ly hé thng mién dich

T vong: 5% (xo phoi, u ndm, dot tir do tim, nhlem trung)
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1869 J. Hutchinson: first account of skin lesions
1888 E. Besnier: coined term lupus pernio
1892 M. Tenneson: defined histology
1897 C. Boeck: described a policeman with skin lesions
1902 R. Kienbock/K. Kreibich/O. Jungling: described bone changes
1906 Darier-Roussy syndrome: subcutaneous nodules described
1909-1910  H. Schumacher/Christian Heerfordt/F. Bering: recognised uveitis
1915 J. Schaumann: emphasised multisystemic disorder
1915 E. Kuznitsky: classified skin lesions
1915 A. Bittorf: described lung lesions
1937 W. Bruins-Slot/L-M. Pautrier/W.T. Longcope/J. Pierson/ J. Costa Waldenstrom: uveoparotid fever
1941 A. Kveim: introduced Kveim test
S. Lofgren: described Lofgren’s syndrome
1958 K. Wurm: first proposal for radiographic staging
1958 1st International Conference on Sarcoidosis: London, UK
1961 1st USA conference: Washington, DC, USA
1967-1981  H. Reynolds, G. Hunninghake, R Crystal: bronchoalveolar lavage
1976 Commemorative publication dedicated to L. Siltzbach: Mount Sinai Journal of Medicine, New York [1]
1984 G. Rizzato: starts journal Sarcoidosis (now called Sarcoidosis, Vasculitis and Diffuse Lung Diseases)
1987 G. Rizzato: founds World Association of Sarcoidosis and Other Granulomatous Disorders (WASOG);

D.G. James elected the first president
1987 Commemorative publication dedicated to D.G. James: Sarcoidosis [2]
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>Ty 1¢ 2,1- 160/100.000 ngudi
»Nitt/nam: 2/1; DO tudi: 20-39
»>Phd bién: nguoi 6 ndng thon, khong hat thude, gde Bac Au va nguroi My gbc Phi

»Nguyén nhan: Nam mdc, Nhom, Zirconia, phdn hoa, dat sét, thudc trir sau, vi khuan

(Mycobacteria, Leptospira, Borrelia burgdorferia, Mycoplasma, Propionibacterium acnes)

»Yéu to di truyen :BTNL2, HLA-B, HLA-DPB1, ANXA11, IL23R, SH2B3/ATXNZ2, IL12B,
NFKB1/MANBA, FAM177B va HLA-DRB1x* 03

Sreeja C et al. | Oral Maxillofac Pathol. 2022;26(2):242. d0i:10.4103/jomfp.jomfp_373_21




Genetic factors:
A (HLA-DRB1, TNF-«t, BTNL2, others)

Co ché bénh sinh e

= Organic particles
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HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023

J Gregory 02019 Mownt Sinal Health System

@ :EN; 1TLN1F;EL 18
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o & Macrophage derived @ se : GM-CSF, MIP, MCP1
' biomarkers Mudtinucleated B
ACE, Lysozyme, Neopterin,, giant cell
sCD163,CCL18 ' Epitheloid ol

CD4+ Th2 Cell

HLA-DRB1°03

TCR-restricted Mlevels of IFN-y and TNF-a
Va2 3Vb22 chain |V levels of IFN-y Vlevels of TGF- levels
A levels of IL-17A & IL-22 M levels of chitotriosidase
BAL lymphocytosis (MCD4/CDS8 ratio) BAL neutrophilia ¢ levels of Th17+ cells)

cellular biomarkers
Th1, Th17.1, Treg
Breg

peadamintanty fownd in
BaL fiud
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Antigen clearance and disease resolution Antigen persistence and
(Lofgren’s syndrome) chronic disease

Sarcold wnulotha

Trivieri MG et al. Journal of the American College of Cardiology. 2020;76(16):1878-1901. d0i:10.1016/j.jacc.2020.08.042
Kraaijvanger R et al. Front Immunol. 2020;11:1443. doi:10.3389/fimmu.2020.01443
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TI{IEU CIA—IU’NG VTOANA
THAN KHONG DAC HIEU
(1/3 BN)

Moor CC et al. JCM. 2020;9(2):390. d0i:10.3390/jcm9020390

u hién Sarcoidosis

. Nervous system
3-9%

~ Upper respiratory tract
3-10%

o0&

Lung
89-95%

Parotid glands
3-4%

Lymph nodes
12-15%

Calcium dysregulation
4-7%
Kidney
1%

Bone marrow ..

4-8%
O Liver
12-20%
Bones/joints -
o @)
- Spleen
7%
Muscles
0.4-1%



Ton thwong phdi: 90-95% bénh nhan
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PULMONARY SARCOIDOSIS SIGNS AND SYMPTOMS
KHONG PAC HIEU

£ Giam FVC, TLC, DLCO
R&i loan thong khi tac nghén +
Giam khoang cach di b 6 phut

iC , r . , . ,
f\- CO THE KHONG CO TRIEU CHUNG
\

ARIL A /AL ] = ~
& !! of Breath | ) -
SARCOIDOSIS 'S AMULTI-SYSTEM DISORDER THAT PRIMARILY AFFECTS THE LUNGS

Note: That this is not an all-encompassing list. There are many more signs and symptoms that can be seen in patients
depending on the organs involved.




Ton thwong phoi
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. Phi dai hach ron phoi 2 bén 25-65%  60-90%

Phi dai hach r6n phoi 2 bén
_ 7 20-40%  40-70%
va tham nhiém phoi

Tham nhiém phoi khong
10-15%  10-20%
co phi dai hach

14 Xo phoi 5% 0%

Tana C et al. Cells. 2021;11(1):59. d0i:10.3390/cells11010059



Uu thé thuy trén va gitra
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Ton thwong phoi

(c)

Bernardinello N et al. Diagnostics. 2021;11(9):1558. doi:10.3390/diagnostics11091558
Polychronopoulos VS et al. Chest. 2009;136(5):1371-1380. doi:10.1378/chest.08-2569



Dich rira Phé quan- phé nang
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o ke CD4/CDS8 Tang.bach cau Tang bac%;;au
>25% al toan trung ti
> 3,5 >10 <1
93-96%
99% |
v " , Sarcoidosis
Chf}llgfan kém dap
Sarcoidosis ung UCMD

Bernardinello N et al. Diagnostics. 2021;11(9):1558. d0i:10.3390/diagnostics11091558



Ton thwong mat
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»Biéu hién pho bién thit hai (dén 60%)
»Yéu to nguy co: nit, nguoi Nhat, da den

»Viem mang bd dao pho bién nhét (dén 20-30% bénh nhan Sarcoidosis), chiém 2-15%

viéem mang bo dao man tinh ko do nhiem trung)

»Di chiing: giam thi lwc, viém than kinh thi gidc, ting nhan 4p, ...




Uveal tissues (iris, ciliary body, choroid)

Vitreous body
Anterior chamber :
\ Retina
. - : Cornea — Macula
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Hai nghi thuong nién 2023 Crystalline lens Optic disc

Angle — Retinal vessels

_ Anterior segment Posterior segment —

Intermediate segment

Candle wax drippings
(tren OCT):

Viém tinh mach &

Mutton-fat keratic precipitates

Qua cau tuyet Chuoi trang hat
Belperio JA et al. EClinicalMedicine. 2021;37:100966..

Takase H. Immunol Med. 2022;45(1):12-21.
Giorgiutti S et al. Journal of Clinical Medicine. 2023; 12(9):3194.

p—




C6 thé & 25% bn Sarcoidosis
(Pb & nguoi Nhat 51-68%)

<

(-~ Ton thwong tim

Mo LN chi ¢4 5% bn ¢6 biéu hién 1am sang
Hoi nghi thwéorng nién 2023

=

*Block nhi that
*Nhip nhanh that
*Suy tim

VaN ? .
Small patches of basal involvement, L?:ge a{eg o{lsepta[ ‘icnvolvement, u D Ot tll’ d O tlm
usually clinically silent g eaer? glg‘é'c(a Y aniicst as *

Yéu t0 nguy co: gidi nam, thay do6i dién tim, triéu

chting tim, proBNP, ton thwong phoi va da co quan

Birnie DH et al. ] Am Coll Cardiol. 2016;68(4):411-421. doi:10.1016/j.jacc.2016.03.605

S . Extensive areas of LV and RV
Re-entrant circuit involving area of involvement, often clinically manifest
granuloma/fibrosis leading to VT as heart failure +/- heart block +/- VT




Siéu am tim: mong vach lién that
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Il L 3.3mm

Do day vach lién that ¢ day (do & 10mm
cach cung DPMC)- Basal IVS < 4mm

Basal IVS/ IVS (truc ngan nhi trai) < 0,6

Do nhay 38,9%
Do dac hiéu gop 99%

Nagano N et al. Circ J. 2015;79(7):1601-1608. doi:10.1253/circj.CJ-14-1217



MRI tim: Bat thudc gadolinium muon

ST (late gadolinium enhancement- LGE)
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= Gia tri chan doan cao

= Khoéng c6 gia tri theo doi tién trién

—

= ton thwong man tinh Do nhay gop 75-100%
Do dac hieu gop 76-78% /
Tana C et al.. JCM. 2021;10(9):1941. d0i:10.3390/jcm10091941 p—— _ : = — -

Markatis E et al. Reviews in Cardiovascular Medicine. 2020;21(3):321. doi:10.31083/j.rcm.2020.03.102
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CH20H

H  OH H s
Glucose Fluorodeoxyglucose (FDG)
_.3[ ATP ADP \
G{UCOSE_ :.J — Glucose _\_‘_‘L’ G-6P —————mmmm——e - Pyruvate
T
G
— L ¥ FDG6P P—H—r
FDG ! — FDG - Sor T

AN _J

Theo doi diéu tri

Chi dinh chong viém

Kim §J et al. ] Nucl Cardiol. 2020;27(6):2103-2115. d0i:10.1007/s12350-018-01582-y

(B) Post-therapy
MIP image

MIP image

Kobayashi K, et al.. Radiographics. 2012;32(5):1483-1501. d0i:10.1148/rg.325115159
https://radiologykey.com/physiologic-distribution-of-18f-fdg/
Birnie DH et al. 2016;68(4):411-421. d0i:10.1016/j.jacc.2016.03.605



https://radiologykey.com/physiologic-distribution-of-18f-fdg/

Ton thwong than kinh
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» Ty lé di chting cao (35-92% bénh nhan)

»5-10% bn Sarcoidosis than kinh t& vong

» Ty lé tai phat cao (chi co 28% bn khong tai phat trong 10 nam)

»30% bn c6 biéu hién than kinh la triéu ching dau tién ctia Sarcoidosis

»Ton thrwong than kinh don doc gap ¢ 10-20% bénh nhan




Viém than kinh thi gidc Trai
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Hoi ng

Bat gadolinium dwdi mang cting ty song tit 2 dot tay
Bat thudc kéo dai qua 2 thang du da diéu tri

LETM- T6n thwong mang nio

Kidd DP. Pract Neurol. 2020;20(3):199-212. doi:10.1136/practneurol-2019-002349
Zalewski NL, et al. Neurology. 2016,87(7):743-744. d0i:10.1212/WNL.0000000000002992



25-30% bn

Seve P et al. Cells. 2021;10(4):766. d0i:10.3390/cells10040766



MO bénh hoc Sarcoidosis
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U hat dién hinh-

khong hoai tie (HE 100X)

MacArthur KL et al. | Formos Med Assoc. 2010;109(7):484-492. d0i:10.1016/50929-6646(10)60082-4




Mo bénh hoc Sarcoidosis- Thé vui
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Thé Schaumann




BIEU HIEN PAC HIEU SARCOIDOSIS
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- Heerfordt-Waldenstrom Syndrome
Lofgren Syndrome _\ &

1_ Uveitis

2_Parotid enlargment

3_ Facial Palsy

Hilar

y Erythema nodosum
lymphadenopathy

4_Fever

Acute polyarthritis
(usually ankles)

Seve P et al. Cells. 2021;10(4):766. d0i:10.3390/cells10040766



BIEU HIEN PAC HIEU SARCOIDOSIS
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Lupus pernio
- Tién lwgng bénh man tinh
- Ton thwong nang duwong ho
hip trén, ton thwong nang ¢

xuong, khop
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CHAN POAN

4 N

Lam sang + CDHA + M6 bénh hoc
(néu c6 thé) + xét nghiém marker

dich phé quan

. /

Differential
diagnosis

Bacterial infections

Fungal infections

Systemic vasculitis

IgG4-related
disease

Exposure-induced
sarcoid-like lesions

Drug-induced
granulomas

Haematological
malignancies

Sarcoid-like lesions
due to other
diseases

Example
Mycobacterium
Aspergillosis

Granulomatosis with
polyangiitis (GPA)?

Pulmonary
inflammatory
pseudotumours

* Silicosis

* Berylliosis

* Hypersensitivity
pneumonitis

Immunotherapy-
induced granulomas

Lymphomas

* Cancer
* Common variable
immunodeficiency

Test or assessment

* Culture
* Antigen or antibody detection methods

* Culture
» Antigen or antibody detection methods

* Detection of ANCA
* Analysis of urinary sediment
* Masal and oral assessment

* Measurement of serum lgG4 level
» 1gG4 immunohistochemistry
of biopsy samples

» Extrapulmonary organ assessment
(especially for silicosis; usually by
FDG-PET scanning)

» Assessment of birefringent crystals in
silicosis (for example, in BAL fluid or
lung or lymph node tissue)

*Bel PT

* Precipitin test in hypersensitivity
pneumonitis

* Compatible drug exposure
» Timeline with symptoms

» Cytological assessment
» Histological assessment

» Cytological assessment
» Histological assessment
» Major organ assessment for sarcoidosis

(for example, by FDG-PET scanning)

* Measurement of serum immunoglobulins _

ANCA, anti-neutrophil cytoplasmic antibodies; BAL, bronchoalveolar lavage; BeLPT,
beryllium lymphocyte proliferation test: FDG-PET, fluorodeoxyglucose-PET. *Previously
known as Wegener granulomatnms

I ,(:’




Sarcoidosis-Like Reactions: Maligant
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Thwong gap bénh tang sinh lympho, ung thu tang dac
4-14% bn ung thu
Vi tri: thuwong & hach ¢ gan hoac chinh co quan ung thu, ton throng di can

M6 bénh hoc: u hat ¢6 thanh phan B cell va m6 bao xoang

Chopra A et al. Chest. 2018;154(3):664-677. d0i:10.1016/j.chest.2018.03.056
Bernardinello N et al. Diagnostics. 2021;11(9):1558. d0i:10.3390/diagnostics11091558




Sarcoidosis-Like Reactions: Drugs

MIEALDICE T AN SANC

i Drug Class Drugs
Immune checkpoint inhibitors Ipilimumab
Nivolumab
Pembrolizumab
Highly active antiretroviral therapy Biéu hién va m6 bénh hQC giéng Sarcoidosis
Interferons Interferon-alpha . ,
Interferon-beta C6 kha nang phuc hoi sau dung thuoc
Tumor necrosis factor-a antagonist Etanercept
Adalimumab
Infliximab
Miscellaneous drug class BRAF inhibitors
Time From Drug Initiation to the Diagnosis Requiring Antisarcoidosis Outcome
of DISR (mo) Prescription (%) Resolution (%)°
Drug Class Mo. of Patients Mean (range) % No. of Patients % No. of Patients
ICIs 23 4.6 (0.7-21.2) 57.2 21
HAART 22 19.8 (3-48) 41.1 17
IFN 99 9.6 (1.5-120) 42.9 98
TNF-u antagonist 82 24.2 (1-84) 59.5 79

Chopra A et al. Chest. 2018;154(3):664-677. d0i:10.1016/j.chest.2018.03.056



Cén tiép can chan doan

Dién bién

MIEN DICH LAM SANG tO a-n dlen
H0| nghl thu’o’ng nién 2023
Hoi chtng Sarcoidosis Sarcoidosis Sarcoidosis Lupus
Sarcoidosis phoi, Heerfordt- tim than kinh mat pernio
hoi chitng Lofgren
Waldenstrom
BAN CAP

N

Phuc hoi, 1/3 tién trién NHIEU DI CHUNG,
khong tien man tinh TAIPHAT, TU VONG _

trién
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* Phong di ching cho co quan
* Giam ty l€ tixr vong

 Nang cao chat lwgng cudc song

Treatment of
Sarcoidosis

Immunosuppression
- 1# Line: Corticosteroids

Azatheopring, Lellunomide, Mycophenolale
« e Line Infliximab, Adalimumab
+  Diher considerations; Rituximat,
Cyclephosphamide, Adrenoconicalragic
harmonse, Pentoxifyling

« 2 Line Hydroxychloneguane, Metholrexate,

Medication Side Effects
Ohbesity
Increased infeclion nsk
Lowr bone densily, Osleoporosis
Hyperghycemia
Cataracis, Glaucoma
Gastreanteslinal Distress
Lreer or kidnay injury
Bone marrow supprassion

Comorbid Conditions
Small Fiber Neuropathy
Fabguee, Cogritrve Dysluncion
Dbesily
Obstructive Sleep Apnea
Pulmenary Hypertension
Thromboembobc Disease
Bronchiectasis

« Heart falure management, amfhythmias
» [Dhepression, Anmiety
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G - A
L Tien lwong

Table 1: Prognostic factor in sarcoidosis according to
clinical, radiographic and laboratory findings

Prognostic factor
according to

Poor prognosis

Good prognosis

Clinical phenotype
Pulmonary
involvement

Heart involvement

Neurosarcoidosis

Chronic sarcoidosis
Low PFT and DLCO
Bronchial obstruction
Pulmonary fibrosis
PH

A-V block, ventricular

tachycardia, myocarditis

epilepsy

Intracranial mass

Spinal cord

Acute sarcoidosis

Acute alveolitis
Normal PFT
Normal DLCO

Pericarditis
Facial nerve palsy

Aseptic meningitis
Isolated headache

Gender Female Male Optic nerve involvement Vertigo
More symptoms Ankle arthritis Ocular involvement Panuveitis Anterior uveitis
Lower quality of life Skin involvement  Lupus pernio Erythema nodosum
More functional impairment Chronic skin lesion Scar sarcoidosis
Higher incidence of Musculoskeletal Chronic arthritis Acute arthritis
coexisting autoimmune involvement Jaccoud deformity Arthralgia
disorders Dactilytis .
More hospitalization Gran_ulomatous‘mynsms
Cystic bone lesions
Age . Eldt.zrly-onset . Younge.r-enset Radiographic Stage 3 and Stage 4 Stage 1 and Stage 2
Ethnicity African-American ) Caucasian Laboratory Neopterin, sIL-2R, KL-6, TNF- Low TNF-alpha
Extrapulmonary involvement  Erythema alpha, chitotriosidase, tryptase, CRP
Progressive disease nodosum chitotriosidase, hypercalcemia,
High mortality rates Lofgren syndrome hypercalciuria, Th17
Genetic HLA-DQB1*1501 HLA-DQB1*0201

HLA-DQBI1*0602
Annexin A1l gene

HLA-DRB1*0301
TNF-308A allele
MEFV gene

Kobak S et al. 2020;37(5):425-432.
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Symptoms Test imaging result Meanzsp Patients should be treated if:
Asymptomatic FVC >80% =4.0%2.1 —l—— ; ! ] : : ]
- FVC 70-80% 18825 | ——F—— Asymptomatic i i § i !
£ 9 ] HRp H ] | ! ]
7 FVC <70% 0.1£30 1 , : Cardiac involvement 3.3+2.1 : : : ——l—
2 Symptomatic FVC >80% 1.3¢2.9 ; P ———— i : i ; i 5
s FVC 70-80% 3.3:15 | E P Neurologic involvement 3.141.8 i i 3 + '
: FVC <70% L3 - _ § ! § | i
Z  Asymptomatic Dyco >80% -3.8419 | Ocular involvement 3.9¢1.1 : 5 : : —I—;
g Dyco 70-80% 225526 _ : i | i !
é Dyco <70% -0.5:2.9 ! Renal involvement 3.611.5 | | § —I— E
S Symptomatic Dy ¢ >80% 15425 i ot . : : : ’ :
& nLchgo-so% 28020 | j 1 - Cutaneous involvement 0.242.9 - I | :
Dico <70% 3.9:1.0 | | 1 - 5 5 ‘ '
_ Lo € s i Hepatic involvement -0.9£3.1 . I :
Changes in PFTs are more 4.0+1.3 : I : i i ‘ i ;
important than absolute values e . . i ] 1 i 1
£ Asymptomatic Scadding 0/1 =4.7x1.1 ’|— . Symptomatlc ‘
= Scadding 2/3 -21s27 — Cardiac involvement 49404 | | i | ]
2 Scadding 4 -1.243.1 — i | E E i i
£ Symptomatic Scadding 0/1 1127 . Neurologic involvement 4.810.5 —I
@ Scadding 2/3 4.3x0.8 i i i = 5 5 3 5 :
- . . I ' I '
5 Scadding 4 37814 i Ocular involvement 4.910.3 g g § g -I
Asymptomatic No abnormality -4.212.2 —I—— . . ! 5
Abnormal. no fibrosis 19531 | T | | Renal involvement 4.610.8 i : 3 : —l“
= ibrosi - P —F— i . b : : :
o _ Fibrosis 0.7+28 1 i i i i Cutaneous involvement 37412 ; 3 | -
T  Symptomatic No abnormality 0.142.6 : —t— i i 1 : 1 ’
Abnormal, no fibrosis 38113 —1 Hepatic involvement 33118 | B
Fibrosis 3.5%1.3 —— P | T T \ |
-50 -25 00 25 50 =50 =25 0.0 2.9 2.0

Mean Delphi Score .
P Mean Delphi Score

DOI: 10.1183/16000617.0145-201
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Factor Meantsp

Dyspnoea/hypoxaemia with minimal exertion 2.8+2.6 1
Severely impaired PFTs (D, oo, FVC, FEV,) 34£.19 -
Rapid decrease in PFTs (D; o, FVC, FEV,) 4.5£0.8 -+
Oxygen requirement 3.2+1.8 I :
Severe neurologic involvement 4.9+0.5 E E E E

Severe cardiac involvement 4.9+0.5

Acute renal failure 4.9+0.4

Other organ failure due to sarcoidosis 4.3+1.2

.

. .

-

Significant ocular inflammation 4.9+0.4 —E
' E E : —I—i

-5.0 -2.5 0.0 2.5 9.0 S
Mean Del

e —~=

hi

DOI: 10.1183/16000617.0145-201



TIEN TRINH DIEU TRI
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1

{Di\éu tri tan cong: 1-3 thang

Cai thién Khong cai thien
A==

biéu tri duy tri > 6 thang Cai thien B& sung thudc hang thi 2 (MTX,
(thuong 12- 24 thang) MME, AZA, Leflunomide)

i
l, ai thien Khong cai thién

Thuoc sinh hoc (Infliximab,
Adalimumab, Rituximab) hoac

{ Xem xét dirng diéu tri }




Két luan
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Gl nghi thiromg nien 2023
»Sarcoidosis la bénh ly u hat hé thong véi nhiéu co quan khac ngoai phoi
»>Biéu hién can chu y 1a ton thuong phdi tién trién, ton thiong tim, than kinh va mat
»Chan doan dua vao mo bénh hoc va biéu hién pht hop véi Sarcoidosis
»Sarcoidosis cd thé ty thuyén giam tuy nhién 30% bénh nhan can diéu tri

»Muc tiéu diéu tri: tranh bién chitng di chiing cho co quan, giam ty 1€ t& vong va nang

cao chat luwong cudc song
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