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PATIENT CASE: F/65

* Chief Complaint

Dyspnea for 2 month, aggravating for last 1 month

Present lllness
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PATIENT CASE: F/65

* Previous Medical History
None
Never smoker
Occupation: 2418 2% 204
Place of Living: 163 O}t E
Family Hx: none

= V/S
BP 113/73 mmHg, PR 90/min, RR 24/min, BT 36.6°C, SpO2 90-94% at O2 6L/min



PATIENT CASE: F/65

= ROS
DOE + : 27l & & mMRC | -> 17H& & mMRC Il / Cough + / Sputum +
Wrist joint pain + / skin rash at hand + : 170& H &4
Fever +: 23 T &4
Dry mouth + / Dry Eye + / Oral Ulcer + / M &l + / 20| -

* Physical Examination

Subungual Skin Rash (R/O Gottron papules) +
Mechanic’s hand +
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= 2021/7/9 EE & FOB : no endobronchial lesion and mucosal change.
BAL at LLL posterobasal- 2| F7| S A2 4t Cytology negative, PCP PCR positive (34.5)t =9l 7153t

= 2021/7/24 EFH S AHA}

CBC 7.66 (N 87.8%) / 12.3 / 345k
BUN/Cr (eGFR) 13.1/0.81 (eGFR >60)

E' 131/43/99/ -
AST/ALT/T.bil 67 /62 /0.1
Troponin-T/NT-proBNP 0.008 / 129

LDH 344

CK / Aldolase 73/ -

CRP / Procalcitonin 2.91 (normal 0.5) / 0.06

Sputum Cx: alpha-hemolytic streptococcus (7/24), K.pneumoniae (ESBL +, carbapenem S, 7/31)
Atypical pathogen PCR / Urine Legionella Ag / Urine S.pneumoniae Ag / M.pneumoniae IgM -/ -/ -/ -
TB Xpert PCR / AFB -/ -

U/A WNL

Blood Cx: no growth
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= Chest CT Scan (2021/7/7, W& 17} & M)
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el X, : e :
i Study Date:2021-07-07 [rrizd3 study Date:2021-07-07
study Time: 2% 7:20:36 study Time: 22 7:200:36

WRIN: RN




PATIENT CASE: F/65

Previous Treatment

= 2021/7/6: DOEZ E}H & X L2, 7/9 FOB BAL
MPD 40mg, septrin 1T A| &}

= 2021/7/24: DOEYSIE EIH A &, BAL PCP positive, ESBL+ KPn CH5H
IV SMX/TMP (21/7/20-8/2) -> 2 line Clindamycin+primaquine (8/3)
MPD 60mg (7/20-30) ->80mg (7/28-8/1) -> 60mg (8/2-3)
Meropenem (8/3)
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= Laboratories (2021/8/4, HOD #1)

CBC

Ca/P

BUN/Cr (eGFR)
£

T.pro/Alb

AST/ALT/T.bil
PT(INR)/aPTT
Troponin-T/NT-proBNP
LDH

CK / Aldolase

KL-6

CRP / ESR

Hepatitis viral marker

8.85 (N 78.5%) / 14.9 / 345k
9.1/40

18.3 /0.68 (eGFR 92)
137/5.2/100/ -
6.5/4.0

326 /360 /0.5

1/ 30.7

9/52

670

68 / 24.2

2048.6

18/ 11

negative



PATIENT CASE: F/65

= Chest X-ray (2021/8/4, HOD #1)




PATIENT CASE: F/65

= Further Studies

= Autoimmune

ANA Negative
Anti-SS-A/Ro Negative
Anti-SS-B/La Negative
Anti-cyclic citrullinated peptide antibody Negative
P-ANCA, IFA Negative
C-ANCA, IFA Negative
MPO(P-ANCA) Negative
PR3(C-ANCA) Negative
Anti-Jo 1 Negative
Anti-RNP Negative
Anti-Sm Negative
Anti-Scl 70 Negative
Anti-Centromere Ab Negative

Rheumatoid factor (RF) 10.0
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Further Studies

« AZAD}EHOITIE-
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* Further Laboratories
" Myositis Specific 11 Antibodies Panel (21/8/1 OA|S, 11 21/8/27)

DOB: /1471955 Age: €5
SEX: F CLIENT INFORMATION
SEECIMEN INFORMATION 54512
SPECIMEN: 772097 ID: 0810-110229 SCL
REQUISITION: 545120012875 A-DONG Z6F
LAB REF NO: 13 HEUNGDEQK l1-ra, GIHEUNGU
YoungInSi KyeongGiDo S Karea 4,
COLLECTED: 08/13/2021 00:00
RECEIVED: 08/19/2021 19:29
REPORTED: 08/24/2021 23:42
Test Name In Range Out of Range Reference Range Lab
MYOSITIS SPECIFIC 11 ABS PNL *VaL
Jo-1 Ab <ll <11l SI
PL-7 Ab <11 <l]l 8§I
PL-12 Ab <11 <11 SI
EJ Ab <11 <11 8I
0J Ab <11 <ll SI
SRP Ab <11 <11 SI
Mi-2 Alpha Ab =11 <11l SI
i_2 Ro R el <11 <11l ST
MDA-5 Ab >100 H <11l SI
TIF-1y AD <ll <ll =1

NXP-2Z Ab <11 <11 SI



PATIENT CASE: F/65

= Further Studies
= PET-CT (21/9/17)

Subpleural consolidation/GGOs with increased uptake in both lungs, probably inflammatory
process.

Mildly increased uptake in the left adrenal gland, probably adrenal hyperplasia.
Probably physiologic bowel uptake in the pelvis. Otherwise, unremarkable.

= PFT (21/10/17) Spirometry sl

FvVC Liters 2.92 0.95 32
FEV1 Liters 2.29 0.85 37
FEVI/IFVC % 77 90
FEV3 Liters 0.93
FEV6 Liters 0.94
FEF25-75% Lisec 2.26 2.65 117
IsoFEF25-75 Lisec 2.26 2.65 117
FEF50% L/sec 2.98 448 151
PEF L/sec 5.23 478 91
FET100%  Sec 7.34
FIF50% L/sec 1.75
Diffusing Capacity
DLCO mbL/min/mmHg 17.0 8.0 47
DL Adj mbL/min/mmHg 17.0 8.0 47
DLCONA  mbL/min/mHg/L 418 2.83 68
DIWVAAd] mL/min/mHg/L 2.83
VA Liters 2.83

IvC Liters 1.29
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Final Diagnosis and Treatment

= Diagnosis
MDA-5 associated rapid progressive ILD with Clinically Amyopathic Dermatomyositis (CADM)

= Treatment
22l pCP S =% 0 Clinda+primaquine & £ (-8/6), septrin 2T - X|
Meropenem (8/3-16) -> Maxipime+Metronidazole (8/17-) > Banan (10/25-31)
MPL 62.5 (8/4-) >Z A= > 62.5(8/19-) >125 (9/3-) > HZHAIZ >62.5 (10/5-)> LSO SXH PL 20mg (22/3/16-)

Azathioprine 25mg (8/16-24) hold d/t OT/PT elevation

Cyclophosphamide #1-2 750mg (8/26, 9/23) > #3-5 750mg/BSA (10/14, 11/4, 11/25) > UTI sep5|s CMV pneumonia = hold > #6
CYC 1g (22/2/18) > #8 cycle 7t X| 12{SIH 2Lt 2022.3 UTI sepsis2t neutropenia ‘L4510 6Xl0|AM S 2517|251 S

Cyclosporine : 200mg (10/6-) < 150mg (9/16-) < 100mg (9/10-) < 50mg (9/7-9)
IVIG (10/7,8)
#1-6 Plasma exchange (10/18, 20, 22, 25, 27, 29)

CMV pneumonia & 12/22-29 Ganciclovir, 12/30-21/1/25 Valganciclovir
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= Chest X-ray

2021/8/4, HOD #1 2021/8/23, HOD #20 2021/9/3, HOD #31
02 6L/mi'n Fever spiking (38.7°C), 02 HFNC 0.5/35 Fever spiking (38. 7°C) 02 HFNC 0.8/50
> 8/26 #1 CYC 750mg % 02 6L/min ZZF > Cipol start (9/7) & 02 2L/minZ&




PATIENT CASE: F/65

[
i -‘*‘,
t LYY P
0\re = .1\

202110/4, HOD #61 2021/11/11, HOD #99
g2tk ot 2FA| 6L/min X[ 2HE 02 3L/min §-X|5}H E|

> H|0|Al Z=H|, 10/14 #3 CYCO| &= S4F X|&
E|0{ 62| Plasma exchange (10/18-)



PATIENT CASE: F/65

sed : Se; :
Im:B9 Study Date:2021-10-05 Study Date:2021-10-05
Study Time: 2% 4:37:41 Study Time: 2% 4:37:41

MRN: MRM:




PATIENT CASE: F/65

e : : :
Im:94 Study Date:2021-10-05 5 Study Date:2021-10-05
Study Time: 2% 4:37:41 Study Time: 2% 4:37:41

MRM: MRN:

C-493 C-498
Y1465 WW14B5



PATIENT CASE: F/65




PATIENT CASE: F/65

= Chest CT Scan (2021/12/18, HOD #137)

Se: 301 _ 253
Im:154 Study Date:2021-12-18 m: 168 Study Date:
Study Time: 2:25:28 Study Time:

C-498 C-498
WAAES WW1465




PATIENT CASE: F/65

-

2022/1/5, opd 2022/4/15, opd
02 2L/min 02 2L/min, H|O| 4| F=H|SICI7} 2 TE|0] Xl 2|2l =X 21
S



Review and Discussions

Discussion



Review and Discussions

Review

» There are 3 subsets of dermatomyositis positive for anti-melanoma
differentiation-associated gene 5 (MDADS) antibodies :

1) a cutaneous form without muscle or lung involvement

2) a chronic form of cutaneous features with interstitial lung disease resembling the
antisynthetase syndrome

3) the most severe form of cutaneous manifestations with rapidly progressive ILD (RPILD)
> up to 80% of these patients do not survive even after an early diagnosis or intensive

immunosuppressive therapy.
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Vuillard et al. Ann. intensive Care (2018) 8:87 s
Pt o org/10.1186/413613-018-0433-3 ® Annals of Intensive Care
Revi
eview SR ——
@ CrozsMark

Clinical features and outcome

of patients with acute respiratory failure
revealing anti-synthetase or anti-MDA-5
dermato-pulmonary syndrome: a French
multicenter retrospective study

Constance Vuillard!, Marc Pineton de Chambrun?, Nicolas de Prost®, Claude Guérin®?, Matthieu Schmidt?,
Auguste Dargent®, Jean-Pierre Quenot®, Sébastien Préau’, Geoffrey Ledoux’, Mathilde Neuville?,
Guillaume Voiriot®, Muriel Fartoukh®, Rémi Coudroy-'], Guillaume Dumas'", Eric |‘«‘|aury]'_. Nicolas Terzi'
Yacine Tandjaoui-Lambiotte'?, Francis Schneider™, Maximilien Grall™®, Emmanuel Guérot'®, Romaric Larcher"’,
Sylvie Ricome'®, Raphaél Le Mao'?, Gwenhaél Colin®®, Christophe Guitton?', Lara Zafrani®?, Elise Morawiec™,
Marie Dubert?*, Olivier Pajot’, Hervé Mentec', Gaétan Planteféve! and Damien Contou!”

2
’

* A 13-year multicenter retrospective study in 35 ICUs in France from 2005, to 2017.
* 47 patients with anti-synthetase syndrome (n = 28, 60%) or MDA-5 dermatopulmonary syndrome(n = 19, 40%)

* Muscular, articular and cutaneous manifestations occurred in 11 patients (23%), 14 (30%) and 20 (43%) patients,
respectively.

* 42 patients (89%) had ARDS, which was severe in 86%, with a rate of 17% (n = 8/47) of VV-ECMO

* Patients with aMDA-5 dermatopulmonary syndrome had a higher hospital mortality than those with AS syndrome (n
=16/19, 84% vs. n = 8/28, 29%;p = 0.001).

Ann. Intensive Care (2018) 8:87
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ReVIeW Rheumatology International Rheu matO I Ogy

hitps://doi.org/10.1007/s00296-021-04897-1 INTERMTIONAL

OBSERVATIONAL RESEARCH t‘)

Chack for
updales

Disease characteristics and clinical outcomes of adults and children
with anti-MDA-5 antibody-associated myositis: a prospective
observational bicentric study

2

Sai Kumar Dunga'® - Chengappa Kavadichanda' @ - Latika Gupta?® - R. Naveen®( - Vikas Agarwal?

Vir Singh Negi'
» |ndividuals with anti-MDA5 antibody-positive DM diagnosed between 2017 and 2020 from two centres in India

=  Anti-MDAS antibody was positive in 25 (7.5%) out of the 330 individuals with myositis. These 25 (21 adults, 4 juvenile) patients were followed
up for a median duration of 14 months.

=  Among adults, a majority had cutaneous manifestations 21 (84%) followed by, arthritis 17 (80%), and interstitial lung disease 12 (ILD, 57.1%).
Four (19%) had rapidly progressive ILD (RP-ILD). Eight (38%) presented as clinically amyopathic DM.

=  Among cutaneous manifestations, majority (62%) had classic features (gottron’s papules/sign, heliotrope rash) while 8 (38%) had cutaneous
ulceration and 2 each had periorbital edema and tendon rupture

= Qut of 21 adults, 8 (38%) succumbed to the diseases. RP-ILD (n = 4; 19%), ulcerative gottron’s (n = 5) and anti-Ro-52 (n = 8) were significantly
associated with mortality (p < 0.05).

Rheumatology International (2021) https://doi.org/10.1007/s00296-021-04897-1
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Contents lists available at ScienceDirect

Seminars in Arthritis and Rheumatism

o AMERIC AR,
n

journal homepage: www.elsevier.com/locate/semarthrit

Recommendations for the treatment of anti-melanoma differentiation- b
assoclated gene 5-positive dermatomyositis-associated rapidly
progressive interstitial lung disease

F. Romero-Bueno®*!, P. Diaz del C_ampob, E. Trallero-Araguas‘, J.C. RLliz—Rodringez‘l,

I. Castellvi®, M.J. Rodriguez-Nieto', M.J. Martinez-Becerra, O. Sanchez-Pernaute?,

. Pinal-Fernandez™, X. Solanich’, T. Gono*, M.A. Gonzalez-Gay', M.N. Plana™,

A. Selva-O’Callaghan™"", on behalf of the MEDRA5 (Spanish MDAS5 Register) group (listed
contributors at the end of the article)

Seminars in Arthritis and Rheumatism 50 (2020) 776-790
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Review

= Patients with DM-associated RPILD anti-MDAS (+) should be treated with combination therapy as a first
option: glucocorticoids plus a calcineurin antagonist (cyclosporine A or tacrolimus), or triple
therapy adding intravenous cyclophosphamide to the previous schedule, are both considered good
initial alternatives.

= |n patients with DM-associated RPILD anti-MDAS5 (+) who do not respond to combination, clinicians

have to consider the following alternatives: Adding one of these immunosuppressive drugs

(cyclophosphamide, mycophenolate mofetil, rituximab, basiliximab or tofacitinib) to the current therapy

= Rescue therapies: Polymyxin B hemoperfusion, Plasmapheresis, Intravenous immunoglobulins

= VV-ECMO and lung transplantation should be considered as a therapeutic option in patients with
refractory RPILD associated with anti-MDAS.

Seminars in Arthritis and Rheumatism 50 (2020) 776-790
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Review

Perform:
* HRCT
« PFT
= Oxygen saturation
-m Interstitial YES
Lung
t Disease y
No lung '
involvement : RP-ILD criteria fulfilled:
............ crssssssssssedp Rule out other
- ; | deterioration causes
Development of G
r“p‘ntow .......................................... E
symptoms YES
Non RP-ILD* RP-ILD
Start on
o Clinical/Functional treatment
deterioration

Seminars in Arthritis and Rheumatism 50 (2020) 776-790
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Review

= |In CADM or anti-MDA-5 antibody-positive DM patients with ILD, who are refractory to combination
therapy of high-dose glucocorticoids, calcineurin inhibitors, and cyclophosphamide, the survival rate
for treatment with PE was higher than for treatment without PE (91% and 50%, respectively, p < 0.05).

= Among PE-treated patients, anti-MDA-5 antibody titer, ferritin, and KL-6 were sustainably reduced
only after initiating PE.

Scand J Rheumatol (2021);00:1-7

» In a prospective study, anti-MDA5-CADM patients who received a glucocorticoid combined with
tofacitinib (at a dose of 5 mg twice daily), survival 6 months after the onset of ILD was
significantly higher among the patients in the prospective group (18 of 18, 100%) than among the
patients in the control group (25 of 32, 78%) (P = 0.04)

NEJM 381;3 (2019)
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