Supplementary Tables
Detailed tables of the clinical, serologic, and radiographic characteristics of the adult (table 1) and pediatric (table 3) anti-MDA5 patients. The treatment regimens and disease outcomes of the adult and pediatric anti-MDA5 patients are summarized in Tables 2 and 4 respectively.

Supplementary Table 1
Clinical, radiographic and serologic characteristics of adult anti-MDA5 patients.
Supplementary Table 2
Summary of adult anti-MDA5 patient treatment and outcomes.
Supplementary Table 3
Clinical, radiographic and serologic characteristics of pediatric anti-MDA5 patients.
Supplementary Table 4
Summary of pediatric anti-MDA5 patient treatment and outcomes.







Supplementary table 1. Adult MDA5 patient characteristics. MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme





Supplementary Table 2. Adult MDA5 patient treatment & outcome

 Supplementary table 3. Pediatric MDA5 patient characteristics. MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme





Supplementary Table 4. Pediatric MDA5 patient treatment and outcome.  HCQ: hydroxychloroquine, MTX: methotrexate, MMF: mycophenolate mofetil, RTX: rituximab
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A
HCQ, MTX, MMF, 



prednisolone
Yes RTX MMF 1000 mg BID, RTX 10 years Stable low disease activity



B
HCQ, MTX, dapsone, 



prednisolone
Yes RTX



HCQ 140mg daily, MTX 
15mg weekly, IVIG 



monthly, dapsone weekly, 
RTX



3 years



Stable disease, off 
prednisone. Concern for 



infections with TREX 
mutation/low T cell count.



C
MTX, MMF, 



prednisolone
RTX



MMF 1000mg BID, RTX, 
prednisone 2.5 mg daily



2 years
Well controlled clinically 



except mild psoriasis 
managed with topicals



D
Cyclophosphomide, 
MMF, prednisolone



MTX 17.5 mg
Pamidronate infusions and 



topical sodium 
thiosulphate for calcinosis



5 years



After initial aggressive 
therapy with 



cyclophosphomide, patient is 
clinically well controlled 



except resistant calcinosis



E
HCQ, MTX, 



prednisolone
RTX



MTX 10 mg weekly, HCQ 
200 mg daily



4 years



rituximab discontinued after 
infusion reaction. Well 
controlled on low dose 



methotrexate



F HCQ, MTX, prednisone None 6 years



Patient self discontinued all 
her medications. After 3 
years, remains clinically 



quiescent 



G
HCQ, MTX, MMF, 



prednisolone
Yes RTX



HCQ 200 mg daily, MMF 
750 mg BID, IVIG monthly, 



RTX
4 years



Patient had refractory 
disease, requiring multiple 



DMARDs. Currently off 
steroids, with low disease 



activity



H
HCQ, MTX, 



prednisolone



HCQ 100 mg daily, MTX 11 
mg weekly, prednisolone 9 



mg daily
6 months



Newly diagnosed. On steroid 
taper after well controlled 



disease activity



I Solumedrol Yes RTX None 2 months



Patient had a rapid disease 
progression/ILD and passed 



away due to respiratory 
failure despite initiation of 



aggressive therapy



Follow-Up Duration OutcomePatient ID DMARDs IVIG Biologics Current Therapy Miscellaneous Therapy










A

HCQ, MTX, MMF, 

prednisolone

Yes RTX MMF 1000 mg BID, RTX 10 years Stable low disease activity

B

HCQ, MTX, dapsone, 

prednisolone

Yes RTX

HCQ 140mg daily, MTX 

15mg weekly, IVIG 

monthly, dapsone weekly, 

RTX

3 years

Stable disease, off 

prednisone. Concern for 

infections with TREX 

mutation/low T cell count.

C

MTX, MMF, 

prednisolone

RTX

MMF 1000mg BID, RTX, 

prednisone 2.5 mg daily

2 years

Well controlled clinically 

except mild psoriasis 

managed with topicals

D

Cyclophosphomide, 

MMF, prednisolone

MTX 17.5 mg

Pamidronate infusions and 

topical sodium 

thiosulphate for calcinosis

5 years

After initial aggressive 

therapy with 

cyclophosphomide, patient is 

clinically well controlled 

except resistant calcinosis

E

HCQ, MTX, 

prednisolone

RTX

MTX 10 mg weekly, HCQ 

200 mg daily

4 years

rituximab discontinued after 

infusion reaction. Well 

controlled on low dose 

methotrexate

F HCQ, MTX, prednisone None 6 years

Patient self discontinued all 

her medications. After 3 

years, remains clinically 

quiescent 

G

HCQ, MTX, MMF, 

prednisolone

Yes RTX

HCQ 200 mg daily, MMF 

750 mg BID, IVIG monthly, 

RTX

4 years

Patient had refractory 

disease, requiring multiple 

DMARDs. Currently off 

steroids, with low disease 

activity

H

HCQ, MTX, 

prednisolone

HCQ 100 mg daily, MTX 11 

mg weekly, prednisolone 9 

mg daily

6 months

Newly diagnosed. On steroid 

taper after well controlled 

disease activity

I Solumedrol Yes RTX None 2 months

Patient had a rapid disease 

progression/ILD and passed 

away due to respiratory 

failure despite initiation of 

aggressive therapy

Follow-Up Duration Outcome Patient ID DMARDs IVIG Biologics Current Therapy Miscellaneous Therapy
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Adults Clinical

		Patient ID				A		B		C		D		E		F		G		H		I		J		K		L		M



		Sex				Male		Male		Female		Female		Male		Female		Female		Female		Female		Male		Female		Female		Male

		Age				46		36		46		69		46		34		39		66		63		25		66		38		38

		Age at Diagnosis				44		35		45		64		40		29		38		63		60		24		65		35		38

		Presenting Complaint				Fever, Joint pains		dyspnea, joint pains, skin ulcers		Skin rash		dyspnea, joint pain		dyspena		joint pain, rash		Joint pain, Skin rash		Dypsnea, skin rash		Dyspnea		Skin rash		Joint pain, rash		Dyspnea		Fever, cough for 2 months

		Race				Caucasian		African-American		Hispanic		African-American		Hispanic		Hispanic		African-American		African-American		African-American		African-American		Hispanic		African-American		Black, Hispanic

		Smoking Status				No		No		No		No		No		No		No		Yes (30 pack-years)		No		No		No		Yes (six pack-years)		No

		Malignancy				None		None		Ovarian malignancy with peritoneal carcinomatosis		None		None				None		None		None		None		Ovarian malignancy		None		None

		Co-morbid conditions				None		DM, Obesity		DVT		DM, HLD		Asthma		HTLV positive		None		HTN, DVT, CHF		HTN, HLD		None		HTN, DM, OA, RA		SLE (positive DsDNA, RNP, Smith, Ribosomal P)		None

		MDA 5 Signs and symptoms		Arthritis		+		+		-		+		-		+		+		-		+		+		+		+		-

				ILD		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Stable asymptomatic		Absent		Rapidly progressive		Rapidly progressive		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+		+		+		-		+

				Raynaud's		+		+		-		+		+		-		N/A		-		+		-		+		+		+

				Miscellaneous		None		None		None		None		None		None		FSGS nephropathy		Panniculitis		None		Flexural ulcers		None		None		Interface dermatitis by biopsy

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+		+		+		-		+

				Heliotrope		-		+		+		+		+		+		-		-		-		+		+		-		+

				V neck		-		-		-		+		-		-		-		-		-		-		-		-		+

				Nailfold changes		+		+		-		+		+		-		-		-		+		+		+		+		-

				Mechanic's Hands		-		-		-		-		+		-		-		-		+		-		-		-		+

				Skin Ulcer		+		+		-		+		+		-		-		-		-		+		+		-		+

				Refractory Vasculopathy		+		-		-		-		+		-		-		-		-		+		-		-		+

		Myositis				Absent		Absent		Myositis (Biopsy proven)		Sub-clinical (Elevated muscle enzymes)		Absent		Myositis (Biopsy proven)		Absent		Absent		Absent		Myositis		Absent		Absent		Absent

		ANA				Negative		Negative		Negative		Negative		Positive (1:80) speckled		Positive (1:80) Mixed		Negative		Positive (1:80) Homogenous		Negative		Positive (1:160) speckled		Negative		Positive (1:320)		Positive <1:80, +Ro 52

		Myomarker Panel				MDA5(101), Ro52		MDA5 (97)		Low positive titres of TIF-1G, MDA5, SAE1		MDA5		MDA5, Ro52		MDA5(20), Ro52		MDA5(121), Ro52		MDA5 (34), Ro52		MDA5 (75), Ro52		MDA5 (63), Ro52		MDA (31)		MDA5 (98), Anti-U1-RNP (142)		MDA5 (>100), Ro 52+

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Adults Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		prednisone, methotrexate, mycophenolate mofetil		Yes		rituximab		hydroxychloroquine 400 mg, prednisone 10 mg, mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 months, IVIG monthly				2 years		Stable ILD, no muscle involvement, resolved arthritis. Severe raynaud's with acral ulcers, improving after botox injection to Web spaces

		B		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, IVIG monthly				9 months		Stable ILD, RTX discontinued after an episode of sepsis. Transferred care to another hospital

		C		prednisone		Yes		None		prednisone 10 - 20 mg daily, IVIG monthly		Receiving chemotherapy for Ovarian malignancy - completed 6 cycles of carboplatin/taxol. Followed by doxorubicin & bevacizumab		12 months		Requiring multiple prednisone booster doses to control skin disease. Unable to add any other DMARD therapy due to recurrent infections and cyotpenias

		D		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 month				5 years		ILD stable after initiating RTX, no other active manifestations of dermatomyositis

		E		prednisone, mycophenolate mofetil		No		rituximab		hydroxychloroquine 400 mg, mycophenolate mofetil 1 gm twice daily				6 years		Well controlled ILD and skin disease. Undetectable MDA5 titres

		F		prednisone, Imuran		Yes		None		None				5 years		Off all medications and asymptomatic. Follows up private rheumatologist

		G		prednisone, mycophenolate mofetil		Yes		rituximab		N/A		ECMO		7 months		Rapidly progressive ILD. Died of hemorrhagic stroke while awaiting lung tranplant on ECMO

		H		prednisone, mycophenolate mofetil		No		None		N/A				3 Years		Rapidly progressive ILD, received lung transplant. Died 3 months later secondary to Left internal carotic artery ischemic/thrombotic stroke

		I		prednisone, mycophenolate mofetil		No		rituximab		mycophenolate mofetil 1.5 gm twice daily				3 years		Stable ILD and skin disease

		J		prednisone, mycophenolate mofetil, tacrolimus		Yes		None		prednisone 15 mg daily, mycophenolate mofetil 500 mg twice daily				1 year		Severe cytopenia requiring discontinuation of all DMARDs. Slowly resuming mycophenolate mofetil and down-titrating prednisone. Improved myositis, recovered to full strength. Severe skin manifestation with nodulo-ulcerative disease involving both extensor and flexural areas.

		K		prednisone, Leflunomide, mycophenolate mofetil		No		None		prednisone 10 mg, mycophenolate mofetil 1000 mg twice daily				8 months		Initially diagnosed as Rheumatoid arthritis (Inflammatory arthritis with low titre positive Rheumatoid factor 54), later developed skin manifestations. Pt moved to another state.

		L		prednisone, mycophenolate mofetil		No		rituximab		Hydrxychloroquine 400 mg daily, prednisone 5 mg daily, mycophenolate mofetil 1 gm twice daily, rituximab every 6 months				3 years		Initially diagnosed as Lupus (Positive DsDNA, RNP, arthritis, cytopenia, low complemens), later developed ILD. Never developed any skin manifestations

		M		prednisone, hydroxychloroquine, mycophenolate, tacrolimus		No		None		prednisone 40 mg, Hydrxychloroquine 400 mg daily, mycophenolate mofetil 1000 mg twice daily, tacrolimus 1 mg every 12 hours				2 month		Showing progressive improvement





Pediatric Clinical

		Patient ID				A		B		C		D		E		F		G		H		I



		Sex				Male		Male		Male		Female		Female		Female		Female		Female		Female

		Age				13		5		15		8		12		22		12		5		24 months

		Age at Diagnosis				3		2		12		3		8		16		8		5		23 months

		Presenting Complaint				Weakness		Joint pain, skin rash and weakness		Fever, skin rash and weakness		Skin rash, weakness and fatigue		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Rash, and weakness

		Race				African-American		Hispanic		Hispanic		Hispanic		Hispanic		Hispanic		African-American		Hispanic		African-american

		Malignancy				None		None		None		None		None		None		None		None		None

		Co-morbid conditions						Pathogenic TREX-1 gene variant, Asthma, Eczema		Psoriasis						Psoriasis, Asthma

		MDA 5 Signs and symptoms		Arthritis		-		+		+		+		+		+		+		+		-

				ILD		Absent		Mild stable		Mild stable		Absent		Mild stable		Absent		Mild stable		Absent		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+

				Raynaud's		-		-		+		-		+		-		+		-		-

				Miscellaneous		GI vasculitis with dysmotility		-		Calcinosis, Alopecia		Cardiac involvement- cardiomegaly and ectopic atrial tachycardia		-		-		-		-		-

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+

				Heliotrope		+		+		-		-		+		+		+		+		+

				V neck		-		-		-		-		-		-		-		-		-

				Nailfold changes		+		-		-		+		+		+		+		+		-

				Mechanic Hand		-		-		-		-		-		-		-		-		-

				Skin Ulcer		+		+		+		+		+		-		+		-		-

				Refractory Vasculopathy		-		-		-		-		-		-		-		-		-

		Myositis				Present		Present		Present		Present		Present		Present		Present		Present		Present

		ANA				Negative		Positive (1:320)		N/A		N/A		Negative		Negative		Positive (1:80)		Positive (1:80)		Positive

		Myomarker Panel				MDA5		MDA5		MDA5		MDA5, Ro-52		MDA5		MDA5		MDA5, Ro52		MDA5, Ro52		MDA5

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Pediatric Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		HCQ, MTX, MMF, prednisolone		Yes		RTX		MMF 1000 mg BID, RTX				10 years		Stable low disease activity

		B		HCQ, MTX, dapsone, prednisolone		Yes		RTX		HCQ 140mg daily, MTX 15mg weekly, IVIG monthly, dapsone weekly, RTX				3 years		Stable disease, off prednisone. Concern for infections with TREX mutation/low T cell count.

		C		MTX, MMF, prednisolone				RTX		MMF 1000mg BID, RTX, prednisone 2.5 mg daily				2 years		Well controlled clinically except mild psoriasis managed with topicals

		D		Cyclophosphomide, MMF, prednisolone						MTX 17.5 mg		Pamidronate infusions and topical sodium thiosulphate for calcinosis		5 years		After initial aggressive therapy with cyclophosphomide, patient is clinically well controlled except resistant calcinosis

		E		HCQ, MTX, prednisolone				RTX		MTX 10 mg weekly, HCQ 200 mg daily				4 years		rituximab discontinued after infusion reaction. Well controlled on low dose methotrexate

		F		HCQ, MTX, prednisone						None				6 years		Patient self discontinued all her medications. After 3 years, remains clinically quiescent 

		G		HCQ, MTX, MMF, prednisolone		Yes		RTX		HCQ 200 mg daily, MMF 750 mg BID, IVIG monthly, RTX				4 years		Patient had refractory disease, requiring multiple DMARDs. Currently off steroids, with low disease activity

		H		HCQ, MTX, prednisolone						HCQ 100 mg daily, MTX 11 mg weekly, prednisolone 9 mg daily				6 months		Newly diagnosed. On steroid taper after well controlled disease activity

		I		Solumedrol		Yes		RTX		None				2 months		Patient had a rapid disease progression/ILD and passed away due to respiratory failure despite initiation of aggressive therapy



				HCQ: hydroxychloroquine, MTX: methotrexate, MMF: mycophenolate mofetil, RTX: rituximab
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Patient ID A B C D E F G H I J K L M

Sex Male Male Female Female Male Female Female Female Female Male Female Female Male

Age 46 36 46 69 46 34 39 66 63 25 66 38 38

Age at 

Diagnosis

44 35 45 64 40 29 38 63 60 24 65 35 38

Presenting 

Complaint

Fever, Joint 

pains

dyspnea, joint 

pains, skin 

ulcers

Skin rash

dyspnea, joint 

pain

dyspena joint pain, rash

Joint pain, Skin 

rash

Dypsnea, skin 

rash

Dyspnea Skin rash Joint pain, rash Dyspnea

Fever, cough 

for 2 months

Race Caucasian

African-

American

Hispanic

African-

American

Hispanic Hispanic

African-

American

African-

American

African-

American

African-

American

Hispanic

African-

American

Black, 

Hispanic

Smoking 

Status

No No No No No No No

Yes (30 pack-

years)

No No No

Yes (six pack-

years)

No

Malignancy None None

Ovarian 

malignancy 

with peritoneal 

carcinomatosis

None None None None None None

Ovarian 

malignancy

None None

Co-morbid 

conditions

None DM, Obesity DVT DM, HLD Asthma HTLV positive None HTN, DVT, CHF HTN, HLD None

HTN, DM, OA, 

RA

SLE (positive 

DsDNA, RNP, 

Smith, 

Ribosomal P)

None

Arthritis + + - + - + + - + + + + -

ILD

Stable 

asymptomatic

Stable 

asymptomatic

Absent

Chronic 

symptomatic 

ILD

Stable 

asymptomatic

Absent

Rapidly 

progressive

Rapidly 

progressive

Stable 

asymptomatic

Stable 

asymptomatic

Absent

Chronic 

symptomatic 

ILD

Rapidly 

progressive

Skin Rash + + + + + + + + + + + - +

Raynaud's + + - + + - N/A - + - + + +

Miscellaneous None None None None None None

FSGS 

nephropathy

Panniculitis None Flexural ulcers None None

Interface 

dermatitis 

by biopsy

Gottron + + + + + + + + + + + - +

Heliotrope - + + + + + - - - + + - +

V neck - - - + - - - - - - - - +

Nailfold 

changes

+ + - + + - - - + + + + -

Mechanic's 

Hands

- - - - + - - - + - - - +

Skin Ulcer + + - + + - - - - + + - +

Refractory 

Vasculopathy

+ - - - + - - - - + - - +

Myositis Absent Absent

Myositis 

(Biopsy proven)

Sub-clinical 

(Elevated 

muscle 

enzymes)

Absent

Myositis 

(Biopsy proven)

Absent Absent Absent Myositis Absent Absent Absent

ANA Negative Negative Negative Negative

Positive (1:80) 

speckled

Positive (1:80) 

Mixed

Negative

Positive (1:80) 

Homogenous

Negative

Positive (1:160) 

speckled

Negative Positive (1:320)

Positive 

<1:80, +Ro 52

Myomarker 

Panel

MDA5(101), 

Ro52

MDA5 (97)

Low positive 

titres of TIF-1G, 

MDA5, SAE1

MDA5 MDA5, Ro52

MDA5(20), 

Ro52

MDA5(121), 

Ro52

MDA5 (34), 

Ro52

MDA5 (75), 

Ro52

MDA5 (63), 

Ro52

MDA (31)

MDA5 (98), 

Anti-U1-RNP 

(142)

MDA5 (>100), 

Ro 52+

Specific 

Rash

MDA 5 Signs 

and 

symptoms
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Adults Clinical

		Patient ID				A		B		C		D		E		F		G		H		I		J		K		L		M



		Sex				Male		Male		Female		Female		Male		Female		Female		Female		Female		Male		Female		Female		Male

		Age				46		36		46		69		46		34		39		66		63		25		66		38		38

		Age at Diagnosis				44		35		45		64		40		29		38		63		60		24		65		35		38

		Presenting Complaint				Fever, Joint pains		dyspnea, joint pains, skin ulcers		Skin rash		dyspnea, joint pain		dyspena		joint pain, rash		Joint pain, Skin rash		Dypsnea, skin rash		Dyspnea		Skin rash		Joint pain, rash		Dyspnea		Fever, cough for 2 months

		Race				Caucasian		African-American		Hispanic		African-American		Hispanic		Hispanic		African-American		African-American		African-American		African-American		Hispanic		African-American		Black, Hispanic

		Smoking Status				No		No		No		No		No		No		No		Yes (30 pack-years)		No		No		No		Yes (six pack-years)		No

		Malignancy				None		None		Ovarian malignancy with peritoneal carcinomatosis		None		None				None		None		None		None		Ovarian malignancy		None		None

		Co-morbid conditions				None		DM, Obesity		DVT		DM, HLD		Asthma		HTLV positive		None		HTN, DVT, CHF		HTN, HLD		None		HTN, DM, OA, RA		SLE (positive DsDNA, RNP, Smith, Ribosomal P)		None

		MDA 5 Signs and symptoms		Arthritis		+		+		-		+		-		+		+		-		+		+		+		+		-

				ILD		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Stable asymptomatic		Absent		Rapidly progressive		Rapidly progressive		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+		+		+		-		+

				Raynaud's		+		+		-		+		+		-		N/A		-		+		-		+		+		+

				Miscellaneous		None		None		None		None		None		None		FSGS nephropathy		Panniculitis		None		Flexural ulcers		None		None		Interface dermatitis by biopsy

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+		+		+		-		+

				Heliotrope		-		+		+		+		+		+		-		-		-		+		+		-		+

				V neck		-		-		-		+		-		-		-		-		-		-		-		-		+

				Nailfold changes		+		+		-		+		+		-		-		-		+		+		+		+		-

				Mechanic's Hands		-		-		-		-		+		-		-		-		+		-		-		-		+

				Skin Ulcer		+		+		-		+		+		-		-		-		-		+		+		-		+

				Refractory Vasculopathy		+		-		-		-		+		-		-		-		-		+		-		-		+

		Myositis				Absent		Absent		Myositis (Biopsy proven)		Sub-clinical (Elevated muscle enzymes)		Absent		Myositis (Biopsy proven)		Absent		Absent		Absent		Myositis		Absent		Absent		Absent

		ANA				Negative		Negative		Negative		Negative		Positive (1:80) speckled		Positive (1:80) Mixed		Negative		Positive (1:80) Homogenous		Negative		Positive (1:160) speckled		Negative		Positive (1:320)		Positive <1:80, +Ro 52

		Myomarker Panel				MDA5(101), Ro52		MDA5 (97)		Low positive titres of TIF-1G, MDA5, SAE1		MDA5		MDA5, Ro52		MDA5(20), Ro52		MDA5(121), Ro52		MDA5 (34), Ro52		MDA5 (75), Ro52		MDA5 (63), Ro52		MDA (31)		MDA5 (98), Anti-U1-RNP (142)		MDA5 (>100), Ro 52+

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Adults Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		prednisone, methotrexate, mycophenolate mofetil		Yes		rituximab		hydroxychloroquine 400 mg, prednisone 10 mg, mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 months, IVIG monthly				2 years		Stable ILD, no muscle involvement, resolved arthritis. Severe raynaud's with acral ulcers, improving after botox injection to Web spaces

		B		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, IVIG monthly				9 months		Stable ILD, RTX discontinued after an episode of sepsis. Transferred care to another hospital

		C		prednisone		Yes		None		prednisone 10 - 20 mg daily, IVIG monthly		Receiving chemotherapy for Ovarian malignancy - completed 6 cycles of carboplatin/taxol. Followed by doxorubicin & bevacizumab		12 months		Requiring multiple prednisone booster doses to control skin disease. Unable to add any other DMARD therapy due to recurrent infections and cyotpenias

		D		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 month				5 years		ILD stable after initiating RTX, no other active manifestations of dermatomyositis

		E		prednisone, mycophenolate mofetil		No		rituximab		hydroxychloroquine 400 mg, mycophenolate mofetil 1 gm twice daily				6 years		Well controlled ILD and skin disease. Undetectable MDA5 titres

		F		prednisone, Imuran		Yes		None		None				5 years		Off all medications and asymptomatic. Follows up private rheumatologist

		G		prednisone, mycophenolate mofetil		Yes		rituximab		N/A		ECMO		7 months		Rapidly progressive ILD. Died of hemorrhagic stroke while awaiting lung tranplant on ECMO

		H		prednisone, mycophenolate mofetil		No		None		N/A				3 Years		Rapidly progressive ILD, received lung transplant. Died 3 months later secondary to Left internal carotic artery ischemic/thrombotic stroke

		I		prednisone, mycophenolate mofetil		No		rituximab		mycophenolate mofetil 1.5 gm twice daily				3 years		Stable ILD and skin disease

		J		prednisone, mycophenolate mofetil, tacrolimus		Yes		None		prednisone 15 mg daily, mycophenolate mofetil 500 mg twice daily				1 year		Severe cytopenia requiring discontinuation of all DMARDs. Slowly resuming mycophenolate mofetil and down-titrating prednisone. Improved myositis, recovered to full strength. Severe skin manifestation with nodulo-ulcerative disease involving both extensor and flexural areas.

		K		prednisone, Leflunomide, mycophenolate mofetil		No		None		prednisone 10 mg, mycophenolate mofetil 1000 mg twice daily				8 months		Initially diagnosed as Rheumatoid arthritis (Inflammatory arthritis with low titre positive Rheumatoid factor 54), later developed skin manifestations. Pt moved to another state.

		L		prednisone, mycophenolate mofetil		No		rituximab		Hydrxychloroquine 400 mg daily, prednisone 5 mg daily, mycophenolate mofetil 1 gm twice daily, rituximab every 6 months				3 years		Initially diagnosed as Lupus (Positive DsDNA, RNP, arthritis, cytopenia, low complemens), later developed ILD. Never developed any skin manifestations

		M		prednisone, hydroxychloroquine, mycophenolate, tacrolimus		No		None		prednisone 40 mg, Hydrxychloroquine 400 mg daily, mycophenolate mofetil 1000 mg twice daily, tacrolimus 1 mg every 12 hours				2 month		Showing progressive improvement





Pediatric Clinical

		Patient ID				A		B		C		D		E		F		G		H		I



		Sex				Male		Male		Male		Female		Female		Female		Female		Female		Female

		Age				13		5		15		8		12		22		12		5		24 months

		Age at Diagnosis				3		2		12		3		8		16		8		5		23 months

		Presenting Complaint				Weakness		Joint pain, skin rash and weakness		Fever, skin rash and weakness		Skin rash, weakness and fatigue		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Rash, and weakness

		Race				African-American		Hispanic		Hispanic		Hispanic		Hispanic		Hispanic		African-American		Hispanic		African-american

		Malignancy				None		None		None		None		None		None		None		None		None

		Co-morbid conditions						Pathogenic TREX-1 gene variant, Asthma, Eczema		Psoriasis						Psoriasis, Asthma

		MDA 5 Signs and symptoms		Arthritis		-		+		+		+		+		+		+		+		-

				ILD		Absent		Mild stable		Mild stable		Absent		Mild stable		Absent		Mild stable		Absent		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+

				Raynaud's		-		-		+		-		+		-		+		-		-

				Miscellaneous		GI vasculitis with dysmotility		-		Calcinosis, Alopecia		Cardiac involvement- cardiomegaly and ectopic atrial tachycardia		-		-		-		-		-

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+

				Heliotrope		+		+		-		-		+		+		+		+		+

				V neck		-		-		-		-		-		-		-		-		-

				Nailfold changes		+		-		-		+		+		+		+		+		-

				Mechanic Hand		-		-		-		-		-		-		-		-		-

				Skin Ulcer		+		+		+		+		+		-		+		-		-

				Refractory Vasculopathy		-		-		-		-		-		-		-		-		-

		Myositis				Present		Present		Present		Present		Present		Present		Present		Present		Present

		ANA				Negative		Positive (1:320)		N/A		N/A		Negative		Negative		Positive (1:80)		Positive (1:80)		Positive

		Myomarker Panel				MDA5		MDA5		MDA5		MDA5, Ro-52		MDA5		MDA5		MDA5, Ro52		MDA5, Ro52		MDA5

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Pediatric Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		HCQ, MTX, MMF, prednisolone		Yes		RTX		MMF 1000 mg BID, RTX				10 years		Stable low disease activity, recently moved out of state

		B		HCQ, MTX, dapsone, prednisolone		Yes		RTX		HCQ 140mg daily, MTX 15mg weekly, IVIG monthly, dapsone weekly, RTX				3 years		Stable disease, off prednisone. Concern for infections with TREX mutation/low T cell count.

		C		MTX, MMF, prednisolone				RTX		MMF 1000mg BID, RTX, prednisone 2.5 mg daily				2 years		Well controlled clinically except mild psoriasis managed with topicals

		D		Cyclophosphomide, MMF, prednisolone						MTX 17.5 mg		Pamidronate infusions and topical sodium thiosulphate for calcinosis		5 years		After initial aggressive therapy with cyclophosphomide, patient is clinically well controlled except resistant calcinosis

		E		HCQ, MTX, prednisolone				RTX		MTX 10 mg weekly, HCQ 200 mg daily				4 years		rituximab discontinued after infusion reaction. Well controlled on low dose methotrexate

		F		HCQ, MTX, prednisone						None				6 years		Patient self discontinued all her medications. After 3 years, remains clinically quiescent 

		G		HCQ, MTX, MMF, prednisolone		Yes		RTX		HCQ 200 mg daily, MMF 750 mg BID, IVIG monthly, RTX				4 years		Patient had refractory disease, requiring multiple DMARDs. Currently off steroids, with low disease activity

		H		HCQ, MTX, prednisolone						HCQ 100 mg daily, MTX 110 mg weekly, prednisolone 9 mg daily				6 months		Newly diagnosed. On steroid taper after well controlled disease activity

		I		Solumedrol		Yes		RTX		None				2 months		Patient had a rapid disease progression/ILD and passed away due to respiratory failure despite initiation of aggressive therapy



				HCQ: hydroxychloroquine, MTX: methotrexate, MMF: mycophenolate mofetil, RTX: rituximab
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Adults Clinical

		Patient ID				A		B		C		D		E		F		G		H		I		J		K		L		M



		Sex				Male		Male		Female		Female		Male		Female		Female		Female		Female		Male		Female		Female		Male

		Age				46		36		46		69		46		34		39		66		63		25		66		38		38

		Age at Diagnosis				44		35		45		64		40		29		38		63		60		24		65		35		38

		Presenting Complaint				Fever, Joint pains		dyspnea, joint pains, skin ulcers		Skin rash		dyspnea, joint pain		dyspena		joint pain, rash		Joint pain, Skin rash		Dypsnea, skin rash		Dyspnea		Skin rash		Joint pain, rash		Dyspnea		Fever, cough for 2 months

		Race				Caucasian		African-American		Hispanic		African-American		Hispanic		Hispanic		African-American		African-American		African-American		African-American		Hispanic		African-American		Black, Hispanic

		Smoking Status				No		No		No		No		No		No		No		Yes (30 pack-years)		No		No		No		Yes (six pack-years)		No

		Malignancy				None		None		Ovarian malignancy with peritoneal carcinomatosis		None		None				None		None		None		None		Ovarian malignancy		None		None

		Co-morbid conditions				None		DM, Obesity		DVT		DM, HLD		Asthma		HTLV positive		None		HTN, DVT, CHF		HTN, HLD		None		HTN, DM, OA, RA		SLE (positive DsDNA, RNP, Smith, Ribosomal P)		None

		MDA 5 Signs and symptoms		Arthritis		+		+		-		+		-		+		+		-		+		+		+		+		-

				ILD		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Stable asymptomatic		Absent		Rapidly progressive		Rapidly progressive		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+		+		+		-		+

				Raynaud's		+		+		-		+		+		-		N/A		-		+		-		+		+		+

				Miscellaneous		None		None		None		None		None		None		FSGS nephropathy		Panniculitis		None		Flexural ulcers		None		None		Interface dermatitis by biopsy

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+		+		+		-		+

				Heliotrope		-		+		+		+		+		+		-		-		-		+		+		-		+

				V neck		-		-		-		+		-		-		-		-		-		-		-		-		+

				Nailfold changes		+		+		-		+		+		-		-		-		+		+		+		+		-

				Mechanic's Hands		-		-		-		-		+		-		-		-		+		-		-		-		+

				Skin Ulcer		+		+		-		+		+		-		-		-		-		+		+		-		+

				Refractory Vasculopathy		+		-		-		-		+		-		-		-		-		+		-		-		+

		Myositis				Absent		Absent		Myositis (Biopsy proven)		Sub-clinical (Elevated muscle enzymes)		Absent		Myositis (Biopsy proven)		Absent		Absent		Absent		Myositis		Absent		Absent		Absent

		ANA				Negative		Negative		Negative		Negative		Positive (1:80) speckled		Positive (1:80) Mixed		Negative		Positive (1:80) Homogenous		Negative		Positive (1:160) speckled		Negative		Positive (1:320)		Positive <1:80, +Ro 52

		Myomarker Panel				MDA5(101), Ro52		MDA5 (97)		Low positive titres of TIF-1G, MDA5, SAE1		MDA5		MDA5, Ro52		MDA5(20), Ro52		MDA5(121), Ro52		MDA5 (34), Ro52		MDA5 (75), Ro52		MDA5 (63), Ro52		MDA (31)		MDA5 (98), Anti-U1-RNP (142)		MDA5 (>100), Ro 52+

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Adults Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		prednisone, methotrexate, mycophenolate mofetil		Yes		rituximab		hydroxychloroquine 400 mg, prednisone 10 mg, mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 months, IVIG monthly				2 years		Stable ILD, no muscle involvement, resolved arthritis. Severe raynaud's with acral ulcers, improving after botox injection to Web spaces

		B		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, IVIG monthly				9 months		Stable ILD, RTX discontinued after an episode of sepsis. Transferred care to another hospital

		C		prednisone		Yes		None		prednisone 10 - 20 mg daily, IVIG monthly		Receiving chemotherapy for Ovarian malignancy - completed 6 cycles of carboplatin/taxol. Followed by doxorubicin & bevacizumab		12 months		Requiring multiple prednisone booster doses to control skin disease. Unable to add any other DMARD therapy due to recurrent infections and cyotpenias

		D		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 month				5 years		ILD stable after initiating RTX, no other active manifestations of dermatomyositis

		E		prednisone, mycophenolate mofetil		No		rituximab		hydroxychloroquine 400 mg, mycophenolate mofetil 1 gm twice daily				6 years		Well controlled ILD and skin disease. Undetectable MDA5 titres

		F		prednisone, Imuran		Yes		None		None				5 years		Off all medications and asymptomatic. Follows up private rheumatologist

		G		prednisone, mycophenolate mofetil		Yes		rituximab		N/A		ECMO		7 months		Rapidly progressive ILD. Died of hemorrhagic stroke while awaiting lung tranplant on ECMO

		H		prednisone, mycophenolate mofetil		No		None		N/A				3 Years		Rapidly progressive ILD, received lung transplant. Died 3 months later secondary to Left internal carotic artery ischemic/thrombotic stroke

		I		prednisone, mycophenolate mofetil		No		rituximab		mycophenolate mofetil 1.5 gm twice daily				3 years		Stable ILD and skin disease

		J		prednisone, mycophenolate mofetil, tacrolimus		Yes		None		prednisone 15 mg daily, mycophenolate mofetil 500 mg twice daily				1 year		Severe cytopenia requiring discontinuation of all DMARDs. Slowly resuming mycophenolate mofetil and down-titrating prednisone. Improved myositis, recovered to full strength. Severe skin manifestation with nodulo-ulcerative disease involving both extensor and flexural areas.

		K		prednisone, Leflunomide, mycophenolate mofetil		No		None		prednisone 10 mg, mycophenolate mofetil 1000 mg twice daily				8 months		Initially diagnosed as Rheumatoid arthritis (Inflammatory arthritis with low titre positive Rheumatoid factor 54), later developed skin manifestations. Pt moved to another state.

		L		prednisone, mycophenolate mofetil		No		rituximab		Hydrxychloroquine 400 mg daily, prednisone 5 mg daily, mycophenolate mofetil 1 gm twice daily, rituximab every 6 months				3 years		Initially diagnosed as Lupus (Positive DsDNA, RNP, arthritis, cytopenia, low complemens), later developed ILD. Never developed any skin manifestations

		M		prednisone, hydroxychloroquine, mycophenolate, tacrolimus		No		None		prednisone 40 mg, Hydrxychloroquine 400 mg daily, mycophenolate mofetil 1000 mg twice daily, tacrolimus 1 mg every 12 hours				2 month		Showing progressive improvement





Pediatric Clinical

		Patient ID				A		B		C		D		E		F		G		H		I



		Sex				Male		Male		Male		Female		Female		Female		Female		Female		Female

		Age				13		5		15		8		12		22		12		5		24 months

		Age at Diagnosis				3		2		12		3		8		16		8		5		23 months

		Presenting Complaint				Weakness		Joint pain, skin rash and weakness		Fever, skin rash and weakness		Skin rash, weakness and fatigue		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Rash, and weakness

		Race				African-American		Hispanic		Hispanic		Hispanic		Hispanic		Hispanic		African-American		Hispanic		African-american

		Malignancy				None		None		None		None		None		None		None		None		None

		Co-morbid conditions						Pathogenic TREX-1 gene variant, Asthma, Eczema		Psoriasis						Psoriasis, Asthma

		MDA 5 Signs and symptoms		Arthritis		-		+		+		+		+		+		+		+		-

				ILD		Absent		Mild stable		Mild stable		Absent		Mild stable		Absent		Mild stable		Absent		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+

				Raynaud's		-		-		+		-		+		-		+		-		-

				Miscellaneous		GI vasculitis with dysmotility		-		Calcinosis, Alopecia		Cardiac involvement- cardiomegaly and ectopic atrial tachycardia		-		-		-		-		-

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+

				Heliotrope		+		+		-		-		+		+		+		+		+

				V neck		-		-		-		-		-		-		-		-		-

				Nailfold changes		+		-		-		+		+		+		+		+		-

				Mechanic Hand		-		-		-		-		-		-		-		-		-

				Skin Ulcer		+		+		+		+		+		-		+		-		-

				Refractory Vasculopathy		-		-		-		-		-		-		-		-		-

		Myositis				Present		Present		Present		Present		Present		Present		Present		Present		Present

		ANA				Negative		Positive (1:320)		N/A		N/A		Negative		Negative		Positive (1:80)		Positive (1:80)		Positive

		Myomarker Panel				MDA5		MDA5		MDA5		MDA5, Ro-52		MDA5		MDA5		MDA5, Ro52		MDA5, Ro52		MDA5

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Pediatric Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		HCQ, MTX, MMF, prednisolone		Yes		RTX		MMF 1000 mg BID, RTX				10 years		Stable low disease activity, recently moved out of state

		B		HCQ, MTX, dapsone, prednisolone		Yes		RTX		HCQ 140mg daily, MTX 15mg weekly, IVIG monthly, dapsone weekly, RTX				3 years		Stable disease, off prednisone. Concern for infections with TREX mutation/low T cell count.

		C		MTX, MMF, prednisolone				RTX		MMF 1000mg BID, RTX, prednisone 2.5 mg daily				2 years		Well controlled clinically except mild psoriasis managed with topicals

		D		Cyclophosphomide, MMF, prednisolone						MTX 17.5 mg		Pamidronate infusions and topical sodium thiosulphate for calcinosis		5 years		After initial aggressive therapy with cyclophosphomide, patient is clinically well controlled except resistant calcinosis

		E		HCQ, MTX, prednisolone				RTX		MTX 10 mg weekly, HCQ 200 mg daily				4 years		rituximab discontinued after infusion reaction. Well controlled on low dose methotrexate

		F		HCQ, MTX, prednisone						None				6 years		Patient self discontinued all her medications. After 3 years, remains clinically quiescent 

		G		HCQ, MTX, MMF, prednisolone		Yes		RTX		HCQ 200 mg daily, MMF 750 mg BID, IVIG monthly, RTX				4 years		Patient had refractory disease, requiring multiple DMARDs. Currently off steroids, with low disease activity

		H		HCQ, MTX, prednisolone						HCQ 100 mg daily, MTX 110 mg weekly, prednisolone 9 mg daily				6 months		Newly diagnosed. On steroid taper after well controlled disease activity

		I		Solumedrol		Yes		RTX		None				2 months		Patient had a rapid disease progression/ILD and passed away due to respiratory failure despite initiation of aggressive therapy



				HCQ: hydroxychloroquine, MTX: methotrexate, MMF: mycophenolate mofetil, RTX: rituximab
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Patient ID A B C D E F G H I

Sex Male Male Male Female Female Female Female Female Female

Age 13 5 15 8 12 22 12 5 24 months

Age at 

Diagnosis

3 2 12 3 8 16 8 5 23 months

Presenting 

Complaint

Weakness

Joint pain, skin 

rash and 

weakness

Fever, skin rash 

and weakness

Skin rash, weakness 

and fatigue

Joint pain, skin 

rash and 

weakness

Joint pain, skin 

rash and 

weakness

Joint pain, skin 

rash and 

weakness

Joint pain, skin 

rash and 

weakness

Rash, and 

weakness

Race

African-

American

Hispanic Hispanic Hispanic Hispanic Hispanic

African-

American

Hispanic

African-

american

Malignancy None None None None None None None None None

Co-morbid 

conditions

Pathogenic 

TREX-1 gene 

variant, 

Asthma, 

Eczema

Psoriasis

Psoriasis, 

Asthma

Arthritis - + + + + + + + -

ILD Absent Mild stable Mild stable Absent Mild stable Absent Mild stable Absent

Rapidly 

progressive

Skin Rash + + + + + + + + +

Raynaud's - - + - + - + - -

Miscellaneo

us

GI vasculitis 

with 

dysmotility

-

Calcinosis, 

Alopecia

Cardiac involvement- 

cardiomegaly and 

ectopic atrial 

tachycardia

- - - - -

Gottron + + + + + + + + +

Heliotrope + + - - + + + + +

V neck - - - - - - - - -

Nailfold 

changes

+ - - + + + + + -

Mechanic 

Hand

- - - - - - - - -

Skin Ulcer + + + + + - + - -

Refractory 

Vasculopath

y

- - - - - - - - -

Myositis Present Present Present Present Present Present Present Present Present

ANA Negative Positive (1:320) N/A N/A Negative Negative Positive (1:80) Positive (1:80) Positive

Myomarker 

Panel

MDA5 MDA5 MDA5 MDA5, Ro-52 MDA5 MDA5 MDA5, Ro52 MDA5, Ro52 MDA5

MDA 5 Signs 

and 

symptoms

Specific 

Rash
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Adults Clinical

		Patient ID				A		B		C		D		E		F		G		H		I		J		K		L		M



		Sex				Male		Male		Female		Female		Male		Female		Female		Female		Female		Male		Female		Female		Male

		Age				46		36		46		69		46		34		39		66		63		25		66		38		38

		Age at Diagnosis				44		35		45		64		40		29		38		63		60		24		65		35		38

		Presenting Complaint				Fever, Joint pains		dyspnea, joint pains, skin ulcers		Skin rash		dyspnea, joint pain		dyspena		joint pain, rash		Joint pain, Skin rash		Dypsnea, skin rash		Dyspnea		Skin rash		Joint pain, rash		Dyspnea		Fever, cough for 2 months

		Race				Caucasian		African-American		Hispanic		African-American		Hispanic		Hispanic		African-American		African-American		African-American		African-American		Hispanic		African-American		Black, Hispanic

		Smoking Status				No		No		No		No		No		No		No		Yes (30 pack-years)		No		No		No		Yes (six pack-years)		No

		Malignancy				None		None		Ovarian malignancy with peritoneal carcinomatosis		None		None				None		None		None		None		Ovarian malignancy		None		None

		Co-morbid conditions				None		DM, Obesity		DVT		DM, HLD		Asthma		HTLV positive		None		HTN, DVT, CHF		HTN, HLD		None		HTN, DM, OA, RA		SLE (positive DsDNA, RNP, Smith, Ribosomal P)		None

		MDA 5 Signs and symptoms		Arthritis		+		+		-		+		-		+		+		-		+		+		+		+		-

				ILD		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Stable asymptomatic		Absent		Rapidly progressive		Rapidly progressive		Stable asymptomatic		Stable asymptomatic		Absent		Chronic symptomatic ILD		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+		+		+		-		+

				Raynaud's		+		+		-		+		+		-		N/A		-		+		-		+		+		+

				Miscellaneous		None		None		None		None		None		None		FSGS nephropathy		Panniculitis		None		Flexural ulcers		None		None		Interface dermatitis by biopsy

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+		+		+		-		+

				Heliotrope		-		+		+		+		+		+		-		-		-		+		+		-		+

				V neck		-		-		-		+		-		-		-		-		-		-		-		-		+

				Nailfold changes		+		+		-		+		+		-		-		-		+		+		+		+		-

				Mechanic's Hands		-		-		-		-		+		-		-		-		+		-		-		-		+

				Skin Ulcer		+		+		-		+		+		-		-		-		-		+		+		-		+

				Refractory Vasculopathy		+		-		-		-		+		-		-		-		-		+		-		-		+

		Myositis				Absent		Absent		Myositis (Biopsy proven)		Sub-clinical (Elevated muscle enzymes)		Absent		Myositis (Biopsy proven)		Absent		Absent		Absent		Myositis		Absent		Absent		Absent

		ANA				Negative		Negative		Negative		Negative		Positive (1:80) speckled		Positive (1:80) Mixed		Negative		Positive (1:80) Homogenous		Negative		Positive (1:160) speckled		Negative		Positive (1:320)		Positive <1:80, +Ro 52

		Myomarker Panel				MDA5(101), Ro52		MDA5 (97)		Low positive titres of TIF-1G, MDA5, SAE1		MDA5		MDA5, Ro52		MDA5(20), Ro52		MDA5(121), Ro52		MDA5 (34), Ro52		MDA5 (75), Ro52		MDA5 (63), Ro52		MDA (31)		MDA5 (98), Anti-U1-RNP (142)		MDA5 (>100), Ro 52+

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Adults Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		prednisone, methotrexate, mycophenolate mofetil		Yes		rituximab		hydroxychloroquine 400 mg, prednisone 10 mg, mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 months, IVIG monthly				2 years		Stable ILD, no muscle involvement, resolved arthritis. Severe raynaud's with acral ulcers, improving after botox injection to Web spaces

		B		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, IVIG monthly				9 months		Stable ILD, RTX discontinued after an episode of sepsis. Transferred care to another hospital

		C		prednisone		Yes		None		prednisone 10 - 20 mg daily, IVIG monthly		Receiving chemotherapy for Ovarian malignancy - completed 6 cycles of carboplatin/taxol. Followed by doxorubicin & bevacizumab		12 months		Requiring multiple prednisone booster doses to control skin disease. Unable to add any other DMARD therapy due to recurrent infections and cyotpenias

		D		prednisone, mycophenolate mofetil		Yes		rituximab		mycophenolate mofetil 1.5 gm twice daily, rituximab every 6 month				5 years		ILD stable after initiating RTX, no other active manifestations of dermatomyositis

		E		prednisone, mycophenolate mofetil		No		rituximab		hydroxychloroquine 400 mg, mycophenolate mofetil 1 gm twice daily				6 years		Well controlled ILD and skin disease. Undetectable MDA5 titres

		F		prednisone, Imuran		Yes		None		None				5 years		Off all medications and asymptomatic. Follows up private rheumatologist

		G		prednisone, mycophenolate mofetil		Yes		rituximab		N/A		ECMO		7 months		Rapidly progressive ILD. Died of hemorrhagic stroke while awaiting lung tranplant on ECMO

		H		prednisone, mycophenolate mofetil		No		None		N/A				3 Years		Rapidly progressive ILD, received lung transplant. Died 3 months later secondary to Left internal carotic artery ischemic/thrombotic stroke

		I		prednisone, mycophenolate mofetil		No		rituximab		mycophenolate mofetil 1.5 gm twice daily				3 years		Stable ILD and skin disease

		J		prednisone, mycophenolate mofetil, tacrolimus		Yes		None		prednisone 15 mg daily, mycophenolate mofetil 500 mg twice daily				1 year		Severe cytopenia requiring discontinuation of all DMARDs. Slowly resuming mycophenolate mofetil and down-titrating prednisone. Improved myositis, recovered to full strength. Severe skin manifestation with nodulo-ulcerative disease involving both extensor and flexural areas.

		K		prednisone, Leflunomide, mycophenolate mofetil		No		None		prednisone 10 mg, mycophenolate mofetil 1000 mg twice daily				8 months		Initially diagnosed as Rheumatoid arthritis (Inflammatory arthritis with low titre positive Rheumatoid factor 54), later developed skin manifestations. Pt moved to another state.

		L		prednisone, mycophenolate mofetil		No		rituximab		Hydrxychloroquine 400 mg daily, prednisone 5 mg daily, mycophenolate mofetil 1 gm twice daily, rituximab every 6 months				3 years		Initially diagnosed as Lupus (Positive DsDNA, RNP, arthritis, cytopenia, low complemens), later developed ILD. Never developed any skin manifestations

		M		prednisone, hydroxychloroquine, mycophenolate, tacrolimus		No		None		prednisone 40 mg, Hydrxychloroquine 400 mg daily, mycophenolate mofetil 1000 mg twice daily, tacrolimus 1 mg every 12 hours				2 month		Showing progressive improvement





Pediatric Clinical

		Patient ID				A		B		C		D		E		F		G		H		I



		Sex				Male		Male		Male		Female		Female		Female		Female		Female		Female

		Age				13		5		15		8		12		22		12		5		24 months

		Age at Diagnosis				3		2		12		3		8		16		8		5		23 months

		Presenting Complaint				Weakness		Joint pain, skin rash and weakness		Fever, skin rash and weakness		Skin rash, weakness and fatigue		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Joint pain, skin rash and weakness		Rash, and weakness

		Race				African-American		Hispanic		Hispanic		Hispanic		Hispanic		Hispanic		African-American		Hispanic		African-american

		Malignancy				None		None		None		None		None		None		None		None		None

		Co-morbid conditions						Pathogenic TREX-1 gene variant, Asthma, Eczema		Psoriasis						Psoriasis, Asthma

		MDA 5 Signs and symptoms		Arthritis		-		+		+		+		+		+		+		+		-

				ILD		Absent		Mild stable		Mild stable		Absent		Mild stable		Absent		Mild stable		Absent		Rapidly progressive

				Skin Rash		+		+		+		+		+		+		+		+		+

				Raynaud's		-		-		+		-		+		-		+		-		-

				Miscellaneous		GI vasculitis with dysmotility		-		Calcinosis, Alopecia		Cardiac involvement- cardiomegaly and ectopic atrial tachycardia		-		-		-		-		-

		Specific Rash		Gottron		+		+		+		+		+		+		+		+		+

				Heliotrope		+		+		-		-		+		+		+		+		+

				V neck		-		-		-		-		-		-		-		-		-

				Nailfold changes		+		-		-		+		+		+		+		+		-

				Mechanic Hand		-		-		-		-		-		-		-		-		-

				Skin Ulcer		+		+		+		+		+		-		+		-		-

				Refractory Vasculopathy		-		-		-		-		-		-		-		-		-

		Myositis				Present		Present		Present		Present		Present		Present		Present		Present		Present

		ANA				Negative		Positive (1:320)		N/A		N/A		Negative		Negative		Positive (1:80)		Positive (1:80)		Positive

		Myomarker Panel				MDA5		MDA5		MDA5		MDA5, Ro-52		MDA5		MDA5		MDA5, Ro52		MDA5, Ro52		MDA5

		MDA5: anti-melanoma differentiation-associated gene 5, TIF-G: anti-transcription intermediary factor 1 gamma, SAE 1: anti-small ubiquitin-like modifier-1 activating enzyme,







Pediatric Treatment

		Patient ID		DMARDs		IVIG		Biologics		Current Therapy		Miscellaneous Therapy		Follow-Up Duration		Outcome



		A		HCQ, MTX, MMF, prednisolone		Yes		RTX		MMF 1000 mg BID, RTX				10 years		Stable low disease activity, recently moved out of state

		B		HCQ, MTX, dapsone, prednisolone		Yes		RTX		HCQ 140mg daily, MTX 15mg weekly, IVIG monthly, dapsone weekly, RTX				3 years		Stable disease, off prednisone. Concern for infections with TREX mutation/low T cell count.

		C		MTX, MMF, prednisolone				RTX		MMF 1000mg BID, RTX, prednisone 2.5 mg daily				2 years		Well controlled clinically except mild psoriasis managed with topicals

		D		Cyclophosphomide, MMF, prednisolone						MTX 17.5 mg		Pamidronate infusions and topical sodium thiosulphate for calcinosis		5 years		After initial aggressive therapy with cyclophosphomide, patient is clinically well controlled except resistant calcinosis

		E		HCQ, MTX, prednisolone				RTX		MTX 10 mg weekly, HCQ 200 mg daily				4 years		rituximab discontinued after infusion reaction. Well controlled on low dose methotrexate

		F		HCQ, MTX, prednisone						None				6 years		Patient self discontinued all her medications. After 3 years, remains clinically quiescent 

		G		HCQ, MTX, MMF, prednisolone		Yes		RTX		HCQ 200 mg daily, MMF 750 mg BID, IVIG monthly, RTX				4 years		Patient had refractory disease, requiring multiple DMARDs. Currently off steroids, with low disease activity

		H		HCQ, MTX, prednisolone						HCQ 100 mg daily, MTX 110 mg weekly, prednisolone 9 mg daily				6 months		Newly diagnosed. On steroid taper after well controlled disease activity

		I		Solumedrol		Yes		RTX		None				2 months		Patient had a rapid disease progression/ILD and passed away due to respiratory failure despite initiation of aggressive therapy



				HCQ: hydroxychloroquine, MTX: methotrexate, MMF: mycophenolate mofetil, RTX: rituximab
















