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ABSTRACT

Lymphoma and autoimmune diseases may share common predisposing factors. The clinical features of lymphoma patients
presenting with autoimmune conditions are scarcely reported. It has been shown in some previous studies that the probability
of lymphoma development may be increased on the background of autoimmune diseases. However, whether autoimmune
diseases worsen the outcomes for lymphoma patients remains ambiguous. We present a case series of 3 lymphoma patients in
which a rare phenomenon of autoimmune flare was noticed after receiving chemotherapy.
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INTRODUCTION

The interplay between malignancy and
autoimmunity is complex. The defective immune
system in autoimmune disorders leads to increased
risk of infections and cancers especially hematological
malignancies in these disorders. However, it is
difficult to infer at times whether an autoimmune
disease has caused malighancy or malignancy has
presented as paraneoplastic autoimmune disorder.!

CASE-1

A 31-year-old female presented in the medical
oncology clinic with newly diagnosed stage IV diffuse
large B cell lymphoma. It was recommended to offer 6
cycles of chemotherapy, followed by radiotherapy at
the end. After the 4th cycle of chemotherapy, she had
developed severe mouth ulcers which were treated on
the lines of post-chemotherapy mucositis. She then
reported new-onset pain along with pins and needles
in both feet toes. She went on to develop blisters
which progressed to painful ulceration along with
foul-smelling discharge. On examination, there were
gangrenous wounds on bilateral toes with blackish
discoloration suggestive of Raynaud's phenomenon.
Further examination revealed bleeding ulcers on
plantar aspects of both toes and weakly palpable
pulses; however, there was normal temperature and
intact sensations on both feet.
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Meanwhile, she developed new-onset eye
dryness along with papular lesions on the face and
neck which were mildly erythematous. The pigmented
lesions were around the eyebrow, nasal bridge, and in
the perioral territory. However, there was no history
of joint/ muscle pain, recurrent oral ulcers, or skin rash
before the diagnosis of lymphoma. In the context of
the clinical picture, the following differentials were
considered:

1- Mixed connective tissue disease.
2- Large vessel occlusion.

3- Small vessel vasculitis.

4- Infective/ cellulitis.

5- Cryoglobulinemia.

6- Drug-induced.

CT angiogram did not show any occlusion or
intimal calcification in the bilateral lower limb arterial
tree. Autoimmune profile revealed following results:

Positive antinuclear antibody (>/=1:5120).

Normal Rheumatoid Factor.

Negative anticardiolipin antibody Ig G,A,M.

Normal cytoplasmic antineutrophilic antibody,
c-ANCA and perinuclear-ANCA.

Anti SS-A (Ro): strong positive Anti SS-B (La):
strong positive.

Anti Scl-70: borderline Anti Ro-52: strong positive.

Negative for anti dsDNA, anti-Sm, anti-RNP,
anti-Jo-1, anti-centromere, anti-Histone.

Pak Armed Forces Med ] 2025; 75(SUPPL-2): S375


mailto:jahanzaibiftikhar1986@gmail.com

Autoimmune Flare after Chemotherapy

Normal complement C3 and raised complement
C4; 65 mg/dL (normal range: 15-45 mg/dL).

Further laboratory profile indicated:

Activated Partial Thromboplastin Time 28.9
Seconds (normal range: 24.5-35.2 sec).

Mildly raised urinary albumin/creatinine ratio
38.57 mg/g (normal value: 10 mg/g).

Raised C-reactive protein 34 mg/1 (normal value:
<10 mg/L).

No pathogens were isolated on blood culture.

Thereafter, she was managed by a rheumatologist
on lines of Sjogren's syndrome. Optical coherence
tomography was done which showed macular
thinning. Given the insidious onset of Sjogren's
syndrome, chemotherapy had to be held after cycle 4.
She was started on hydroxychloroquine with
significant recovery in face, hand, and feet lesions;
however, feet ulcers were in the healing phase.

Unfortunately, she went on to develop hemo-
phagocytic lymphohistiocytosis (HLH) syndrome
(Figure 1a-d) and died of it.
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Figure 1(a-d): Bone Marrow Aspirate and Trephine Biopsy
Images

1a: Increased number of macrophages scattered among the normal hematopoietic
precursors

1b: Cytophagic histiocyte identified in the aspirate

1c,d: Immunohistochemical staining for cd 68 revealing increased macrophages

CASE-2

A 3l-year-old male was planned to be
commenced on chemotherapy for his treatment naive
stage IV nodular sclerosis classic Hodgkin's
lymphoma. He was a welder by profession and had a
15 pack-year history of smoking. After the 1st cycle of
chemotherapy, he developed complaints of
discoloration, pain, and numbness in the left-hand

fingers particularly in the pulp of the index and
middle finger. He was unable to hold things in the left
hand. Examination revealed bluish discoloration and
severe tenderness in left-hand index and middle
fingers which were cold to touch. Left brachial and
radial pulses were weak in comparison to right upper
limb pulses; however, there was no sensory loss.
Keeping in view the clinical presentation, differentials
were:

Thromboangiitis obliterans/Buerger's disease

(related to his smoking history).

Cold agglutinin disease (autoimmune association
with lymphoma).

Raynaud's syndrome (association with smoking,
welding occupation (vibration) and chemotherapy
(bleomycin, vincristine, doxorubicin).

Vascular insufficiency/cardiac embolism/arterial
thrombi.

Cryoglobulinemic vasculitis.

Arterial Doppler ultrasound of left upper
extremity was done which was negative for arterial
stenosis or occlusion. Echocardiography was done to
rule cardiac embolic phenomenon which was also
normal. Autoimmune profile was turned out to be
normal; complement C 3 (107 mg/dL) (normal range:
90-180 mg/dL), C 4 (16mg/dL) (normal range: 15-45
mg/dL), antinuclear antibodies (negative), lupus
anticoagulant LAl (39.9 seconds), anticardiolipin
IgGAM  (0.239), peri-nuclear antineutrophilic
cytoplasmic antibody (p-ANCA)(U/mL), cytoplasmic-
ANCA (0.71 U/mL) and antimitochondrial antibodies
M2 (<1 U/mL).

Nifedipine, low molecular weight heparin, and
aspirin were commenced. He was given advice
regarding wearing hand gloves to keep warm and
smoking cessation; however, he continued to smoke.
He was then followed up by a rheumatologist who
managed him on lines of Buerger's disease. Thereafter,
his finger ischemic symptoms started to resolve.

From a lymphoma standpoint, his chemotherapy
was further complicated with delay due to drug-
induced hepatitis (liver biopsy-proven).
Unfortunately, he encountered disease progression for
which he is currently receiving salvage chemotherapy.

CASE-3

A 34-year-old male presented with newly
diagnosed stage IIIB mixed cellularity Hodgkin's
Lymphoma. At presentation, there was a 10-month
history of fever, difficulty in walking, lower limb
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throbbing pain and bilateral inguinal swellings. He
was wheel chair bound at presentation and his past
medical history was notable for pyelonephritis. Lower
limb revealed bilateral ankle swellings, hair loss along
with ulceration and discoloration at malleolar region.
Distal pulses were palpable along with normal
temperature and intact sensations of lower limb.

Considering the clinical presentation, differentials
were:

Cellulitis.
Ischemic ulcers.
Deep vein thrombosis (DVT).

Vasculitis (polyarteritis nodosa, Churg-Strauss
syndrome, Buerger's disease and microscopic
polyangiitis).

Peripheral venous doppler ultrasound was
negative for DVT. Peripheral arterial doppler
ultrasound showed good triphasic flow in distal
vessels and there was no evidence of luminal stenosis
or arterial thrombosis in bilateral lower limb vessels.
Autoimmune blood profile showed mildly raised
complement C4 (41mg/dL) (normal range: 15-45
mg/dL), normal complement C3(157mg/dL) (normal
range: 90-180 mg/dL) and negative anti-nuclear
antibodies along with normal perinuclear anti-
neutrophil  cytoplasmic  antibodies, = p-ANCA
(1.55U/mL) and cytoplasmic-ANCA (2.14U/mL).

He showed some improvement after initial
supportive treatment. = Thereafter, chemotherapy
was commenced for lymphoma. He received
chemotherapy uneventfully in the beginning;
however, there was an increase in size of leg ulcers
along with purulent discharge after the 3rd cycle of
chemotherapy. X-ray of the left leg showed a
heterogeneous soft tissue thickening overlying the
anterolateral aspect of the distal left leg and ankle
extending to the skin suggestive of an ulcerating
wound; however, bone was intact. C-reactive protein
was raised (44mg/L) and culture wound swab
revealed heavy growth of Escherichia coli after 48
hours. Antibiotics were advised by infectious disease
consultant for his chronic non-healing infected ulcer.
To rule out squamous cell cancer lesion, multiple
incisional biopsies were taken by the plastic surgeon,
which were suggestive of inflammatory changes
without any evidence of malignancy. Left foot wound
became large (6x5cm) with undermined edges in front
of left shin.

Chemotherapy had to be stopped for some time
until improvement of the left leg. Chemotherapy was
then restarted after a delay and he went on to
complete 6 cycles of chemotherapy with a good
response in the end of treatment scan. Since then, he
has been on surveillance and is on active follow up.

DISCUSSION

The precise pathogenesis of lymphoma is unclear.
The potential risk factors include infection,
immunodeficiency, and autoimmune diseases.
Association of Epstein-Barr virus infection with
Burkitt or natural killer/T cell lymphoma is well
recognized. Furthermore, eradication of H. pylori is
now considered to be the standard of care for H.
pylori-positive mucosa-associated lymphoid tissue
(MALT lymphoma).

The  prevalence of  lymphoproliferative
malignancies, particularly NHL in autoimmune
disorders is around 5%. The association of lymphoma
with autoimmunity is interesting because of rare co-
occurrence.?  Connective  tissue diseases like
rheumatoid  arthritis (RA), systemic lupus
erythematosus (SLE), and Sjogren’s syndrome (SS)
have two-to-five fold increased risks of developing
lymphoma.3* Autoimmune diseases and lymphoma
may share common risk factors. There is also an
increased prevalence of autoantibodies in the cancer
patients which also points towards a link between
cancers and autoimmune diseases.

Although the basic pathophysiology is not
known, a strong correlation between RA and diffuse
large B cell lymphoma (DLBCL) has been reported by
Varoczy et al., and Bernatsky et al.> A proliferation-
inducing ligand (APRIL ) might be the causal element.
Interestingly, DLBCL cells have increased APRIL
expression in comparison to other types of
lymphoma.® Additionally, a higher level of APRIL has
been supposed to be associated with the development
of RA and SLE. SS has also been reported to be
associated with mucosal-associated lymphoid tissue
(MALT) lymphoma.” RA development in HL patients
could be associated with chronic inflammation caused
by EBV.8

The exact cause of autoimmune flare in our
patients is unclear. However, chronic inflammation
leading to B or T cell reactivation and antigenic
stimulation due to autoimmunity could have played a
decisive role in the pathogenesis of lymphomas.®10
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In conclusion, the relationship between
autoimmunity and lymphoma is bi-directional. More
prospective studies are needed focusing on the
association between certain histologic lymphoma
subtypes and specific autoimmune diseases to
understand the impact of autoimmunity on the
outcome of lymphoma.
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