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Abstract:

Although systemic sclerosis (SSc) and auto-immune hemolytic anemia (AIHA) both have an auto- 

immune process as the underlying pathogenesis, AIHA has been still rarely reported among patients who have 

SSc to date.  This report presents a case of AIHA that was accidentally found in a Thai woman who presented 

the clinical features of limited cutaneous systemic sclerosis (lcSSc).  She was a 54-year-old Thai patient present-

ing tenseness, darkness, mild swelling and minimal pain of all fingers and toes for a few months, without fever 

or weight loss.  The physical examination showed pallor of the conjunctivae, hardening and darkening of skin 

of all fingers and toes and sclerodactyly with stiffness of the fingers and toes.  Her blood tests showed: Hb 10.6 

g/dL, WBC 10,860/mm3, platelet 452,000/mm3, MCV 81.9 fl, positive direct anti-globulin test 3+, positive ANA, 

homogeneous type 1,280, speckled type 320, nucleolar type 320, positive anti-Scl-70 IgG antibodies, erythrocyte 

sedimentation rate (ESR) 94 mm/hr, negative for anti-RNP, anti-double stranded DNA, anti-Smith, anti-CCP 

antibodies and rheumatoid factor.  The urinalysis and chest film showed unremarkable study.  She was clinically 

diagnosed as having co-incidence of AIHA and lcSSc, and was treated with oral prednisolone, cyclophosphamide 

and chloroquine.  AIHA as well as lcSSc responded well to immuno-suppressive therapy; Hb was up to 12.7 g/dL 

and she could make a fist in 10 weeks.  Although anemia generally seemed to be a poor prognostic factor among 

patients with SSc alone, SSc with AIHA seemed to respond to therapy better than SSc alone that looked similar 

to SSc in an overlap syndrome with other systemic autoimmune diseases.
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รายงานผูป่้วย

โรคโลหติจางจากการที่เม็ดเลอืดแดงแตกเน่ืองจากภมิูคุม้กนัต่อตา้นตนเอง ที่วนิิจฉยั
ไดใ้นผูป่้วยหญงิไทยที่มีโรคหนงัแข็งตามระบบแต่มีรอยโรคจ�ำกดั
สมชาย  อนิทรศิรพิงษ์1 และ ขวญัฤทยั  ศรพีวาทกลุ2

1กลุม่งานอายุรกรรม โรงพยาบาลเซนตเ์มรี่   2กลุม่งานอายุรกรรม โรงพยาบาลมหาราชนครราชสมีา

บทคดัย่อ

แมว้า่ท ัง้โรคหนงัแขง็ตามระบบ หรือ SSc และ โรคโลหติจางจากการทีเ่มด็เลอืดแดงแตกเนือ่งจากภมูคิุม้กนัต่อตา้นตนเอง 

หรือ AIHA ต่างกม็ขีบวนการภมูคิุม้กนัต่อตา้นตนเอง เป็นภมูหิลงัในทางพยาธิก�ำเนิด แต่จนปจัจุบนัน้ี โรคโลหติจางจากการทีเ่มด็เลอืด

แดงแตกเนือ่งจากภมูคิุม้กนัต่อตา้นตนเองในผูป่้วยโรคหนงัแขง็ ยงัมรีายงานนอ้ยมาก วตัถปุระสงคข์องรายงานน้ี คือ น�ำเสนอผูป่้วย

โรคโลหติจางจากการทีเ่มด็เลอืดแดงแตกเนือ่งจากภมูคิุม้กนัต่อตา้นตนเอง  ทีบ่งัเอญิพบในผูป่้วยหญงิไทยทีม่ลีกัษณะทางคลนิิกแบบ

โรคหนงัแขง็แบบมรีอยโรคจ�ำกดั ซึง่เป็นผูป่้วย อาย ุ54 ปี ทีม่าพบแพทยด์ว้ยอาการบวมเลก็นอ้ยร่วมกบัอาการผวิหนงัตงึ คล �ำ้ ของ

น้ิวมอื น้ิวเทา้ทกุน้ิว และอาการเจบ็บา้งเลก็นอ้ย เป็นเวลาประมาณ 2-3 เดือน โดยไมม่ไีข ้น�ำ้หนกัไมล่ด ตรวจร่างกาย พบวา่ผวิหนงัที ่

น้ิวมอืน้ิวเทา้ทกุน้ิว คล �ำ้ แขง็ และ น้ิวมอืแขง็ก�ำมอืไดไ้มเ่ตม็ที ่(sclerodactyly) ตรวจเลอืดพบวา่ Hb 10.6 กรมั/ดล, WBC 10,860/

มม3, platelet 452,000/มม3, MCV 81.9 เฟมโตลติร, ตรวจ direct anti-globulin test ใหผ้ล 3+, ตรวจ ANA ใหผ้ลบวก โดย

ชนิด homogeneous type 1,280, speckled type 320, nucleolar type 320, ตรวจ anti-Scl-70 IgG antibodies ใหผ้ลบวก, 

ESR 94 มม/ชม., ตรวจ anti-RNP, anti-double stranded DNA, anti-Smith, anti-CCP antibodies และ rheumatoid factor 

ใหผ้ลลบทัง้หมด ใหก้ารวนิิจฉยัวา่ เป็นโรคโลหติจางจากการทีเ่มด็เลอืดแดงแตกเนือ่งจากภมูคิุม้กนัต่อตา้นตนเอง ร่วมกบั โรคหนงั 

แขง็ตามระบบแต่มรีอยโรคจ�ำกดั ใหก้ารรกัษาดว้ย prednisolone, cyclophosphamide และ chloroquine รบัประทาน ท ัง้โรคโลหติ

จางจากการทีเ่มด็เลอืดแดงแตกเนือ่งจากภมูคิุม้กนัต่อตา้นตนเอง และ โรคหนงัแขง็ ตอบสนองต่อการรกัษาดว้ยยากดภมูติา้นทานเหลา่

น้ีดว้ยดี ฮโีมโกลบนิเพิม่เป็น 12.7 กรมั/ดล และ ก�ำมอืไดดี้ แมว้า่ภาวะโลหติจางโดยทัว่ไปจะเป็นปจัจยัลบในการพยากรณโ์รคผูป่้วย

โรคหนงัแขง็ แต่โรคหนงัแขง็ ทีพ่บร่วมกบัโรคโลหติจางจากการทีเ่มด็เลอืดแดงแตกเนือ่งจากภมูคิุม้กนัต่อตา้นตนเอง กลบัดูตอบสนอง

ต่อการรกัษาดีกวา่ผูป่้วยโรคหนงัแขง็ตามระบบอย่างเดียว ซึง่ดูคลา้ยกบัผูป่้วย โรคหนงัแขง็ ทีม่โีรคภมูคิุม้กนัต่อตา้นตนเองอืน่ๆ ร่วม

ดว้ย ทีเ่รียกวา่ กลุม่อาการ overlap

คำ�สำ�คัญ :	l โรคโลหิตจางจากการที่เม็ดเลือดแดงแตกเนื่องจากภูมิคุ้มกันต่อต้านตนเอง

			   l โรคหนังแข็งตามระบบแต่มีรอยโรคจำ�กัด

วารสารโลหิตวิทยาและเวชศาสตร์บริการโลหิต. 2563;30:399-403.
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Introduction

Systemic sclerosis (SSc) is a chronic multisystem 

auto-immune disease, characterized by thickness and 

fibrosis due to the accumulation of collagen tissue and 

damage of the small vessels of mainly the skin, and 

other visceral organs such as the heart, lungs, kidneys 

or gastro-intestinal tract1.  The preponderant sites of 

the skin involved are the hands and feet resulting in 

swollen and stiffness of the fingers, sclerodactyly and 

finally  arachnodactyly.  Other clinical skin manifes-

tations include Raynaud’s phenomenon, hyper and/or 

hypopigmented macules and telangiectasia. Its common, 

associa ted autoantibodies consist of anti-Scl 70 and 

anti-centromere antibodies which are very useful for 

distinguishing patients with SSc from normal control 

and other auto-immune disease patients although both 

have sensitivity around 32 to 34%2,3.  SSc is divided 

into lcSSc if lesions involve only the hands, feet and 

face and diffuse cutaneous systemic sclerosis (dcSSc) 

if lesions extend above the elbows, knees and chest4.

SSc may be found co-existing with other auto-immune 

diseases either systemic such as Sjogren syndrome, 

rheumatoid arthritis (RA) and systemic lupus erythe-

matosus (SLE) or localized such as thyroiditis, myositis 

and primary biliary cirrhosis (PBC)5.  However, the co- 

existence of SSc and AIHA has been rarely found6 since 

1955 in which the first case was recognized7.  Among 

most cases, AIHA has usually been found complicating 

cases of SSc.  In contrast, AIHA emerging concurrently 

with SSc or preceding SSc has been rarely found8,9.  

This report aimed to present a case that had both SSc 

and AIHA concurrently. 

Case Report

A 54-year-old Thai woman had skin thickness with 

mild swelling and minimal pain of all fingers and toes 

for a few months.  In addition, she noticed the skin of 

all her fingers and toes became gradually darker.  She 

did not  present fever or weight loss.  Besides mild 

pallor without jaundice and hepatosplenomegaly, the 

physical examination reconfirmed firm to hard, dry and 

dark skin of the dorsum side of all fingers, toes and 

face, sclerodactyly, mild stiffness of the fingers and she 

could not make a full fist of both hands, but no definite 

arthritis was observed at any finger.  Other body parts 

were found unremarkable.

The initial blood tests revealed Hb 10.6 g/dL, Hct 

29.5%, WBC 10,860/mm3, N 48.5%, L 44.6%, platelet 

452,000/mm3, MCV 81.9 fl, MCH 29.4 pg, MCHC 35.9 

g/dL, RDW 19.9%, corrected reticulocyte count 3.2%, 

rheumat oid factor-negative, normal thyroid function, 

ESR 94 mm/hr, direct anti-globulin test -positive 3+, 

indirect anti-globulin test -positive 1+, 

FBS 93 mg/dL, BUN 10.9 mg/dL, creatinine 0.6 mg/

dL, albumin 4.2 g/dL, globulin 3.2 g/dL, indirect bilirubin 

2.1 mg/dL, direct bilirubin 0.8 mg/dL, AST 33 U/L, ALT 

19 U/L, alkaline phosphatase 56 U/L, normal serum elec-

trolyte, anti-cyclic citrulinated peptide (CCP)-negative, 

anti-RNP -negative, anti-Scl-70 IgG- positive, ANA-pos-

itive; homogeneous 1:1,280, speckled 1:320, nucleolar 

1:320, anti-cytoplasmic -negative, anti-double stranded 

DNA-negative and anti-Smith-negative.

The urinalysis and the chest film study were unre-

markable while the ultrasonography of the whole abdomen 

showed only mild fatty liver.

She was clinically diagnosed as concurrently having 

lcSSc and AIHA and regularly treated with oral pred- 

nisolone 60 mg, chloroquine, naproxen for joint pain and 

cyclophosphamide 50 mg because SLE could not be 

completely excluded.  Ten weeks later, the stiffness and 

pain of all fingers and toes completely disappeared and 

she could make a full fist with both hands well although 

the sclerodactyly and darkness of skin persisted.  Her 

blood tests showed: Hb 12.7 g/dL, WBC 12,220/mm3, 

platelet 440,000/mm3, the direct anti-globulin test 3+ 

and ESR 52 mm/hr.  Prednisolone was gradually tapered 

off every two weeks, finally stopped and only cyclo-

phosphamide was administered.  The stiffness or pain 

of all fingers and toes never recurred during one year 

follow-up; her hemoglobin concentration could be kept 

between 11.4 g/dL and 11.9 g/dL, whereas the direct 

anti-globulin test was persistently positive. 
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Discussion

The diagnosis of lcSSc in our patient was exclusively 

based on the puffy fingers and sclerodactyly and the 

positiv ity of anti-Scl 70 antibody10 that is helpful for 

distinguishing SSc from other systemic auto-immune 

diseases2.  Because her blood tests were found negative 

for anti-RNP, anti-dS DNA, anti-Smith, and anti-CCP, 

the mixed connective tissue disease and the overlap 

syndrome between SSc and other common auto-immune 

diseases especially SLE and rheumatoid arthritis were 

less likely11.  Likewise, the diagnosis of AIHA was based 

on the positivity of the direct anti-globulin test in the 

patient with increased reticulocyte count and increased 

indirect bilirubinemia 12. 

Although both AIHA and SSc have an auto-immune 

process as the common basic pathogenesis, AIHA in 

cases of SSc has been rarely reported, around 20 cases 

to date6,13.  In contrast, AIHA is much more commonly 

found in other auto-immune diseases particularly SLE, 

around 5 to 10% of cases14. 

Among 40 patients with scleroderma in the overlap 

syndrome, dermatomyositis was the most common (19 

cases),  Sjogren’s syndrome (17 cases), RA (6 cases) 

and SLE  (2 cases)15.  Regarding polyauto-immunity, 

the organ specific auto-immune diseases, commonly 

found in SSc, consist of auto-immune thyroid disease 

(23.1%) , Sjogren’s syndrome (14.8%), PBC (5.2%) and 

multiple autoimmune syndrome (MAS), the presence of 

at least three autoimmune diseases in one individual, 

9.7%16.  Likewise, among 68 Thai patients presenting 

scleroderma-overlap syndrome, three common concurrent 

autoimmune diseases comprised polymyositis (70.6%), 

SLE (16.2%) and RA (13.2%)17.  AIHA was not found in 

both series.  

One predisposing factor of SSc is genetic background, 

e.g., 4q24 in SSc was associated with SLE, PBC, multiple 

sclerosis and ulcerative colitis, and 12q13.2 in SSc was 

associated with type 1 diabetes mellitus18.  However 

genetic background was unexplored in our case.

In SSc, anemia is a significant poor prognostic factor,19 

but when SSc is complicated by AIHA, as seen in our 

patient, it responds well to immunosuppressant: skin 

thickness will improve after cyclophosphamide therapy20 

and AIHA will be in remission despite persistence of a  

positive direct anti-globulin test result21.  This looks similar 

to SSc in the overlap syndrome22.  Furthermore, internal 

organ involvement is found in SSc more commonly than 

in SSc-overlap syndrome23.  Hence when a patient with 

SSc is encountered, other auto-immune diseases should 

be searched to provide a better prognosis.

In a systematic review, high dose of corticosteroid 

among patients with SSc was found associated with 

scleroderma renal crisis24 but was considerably benefi-

cial for AIHA.  However, after the hemoglobin could be 

raised to normal level, prednisolone administration was 

expected to stop within less than six months despite 

the persistently positive direct anti-globulin test result25.

Conclusion

A 54-year-old Thai woman had the co-existence of 

AIHA and lcSSc that responded well to immunosuppres-

sants: hemoglobin level increased and the hardening skin 

softened.  It suggested SSc with AIHA appears similar 

to SSc with other auto-immune disease or the overlap 

syndrome, viz., had better prognosis than SSc alone.
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