Complete recovery of deep venous thrombosis from Coombs (+)
Thrombotic Thrombocytopenic Purpura: Case report
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Abstract

Catheter-related DVT under the setting of TTP or TTP recovery stage may be presented as a more fulminant form. Certain
guidelines for anticoagulation and antiplatelet therapy for thrombosis early should be further established. We present here a case
of a patient presented with Comb (4+) TTP and developed catheter-associated deep vein thrombosis (DVT). The patient was
firstly diagnosed with Evans syndrome. However, he was refractory to a methylprednisolone pulse therapy with a combination of
platelet transfusion and eventually developed microangiopathy of central nerve system. The immediate start of PEX (1500ml/d)
induced a complete remission of acquired TTP and disappearance of neurological signs and symptoms. However, external iliac
and femoro-popliteal venous thrombosis was diagnosed subsequently, inferior vena cava filter (IVC) filter was immediately
planting accompanied with anticoagulation therapy. Meanwhile, PEX session was sustained as well as oral anticoagulant
(rivaroxaban). 14 days later, the patient got full recovery. Our report aims at raising awareness of Catheter-related DVT under
the setting of TTP should be cautious. It is necessary to start anticoagulation and antiplatelet therapy for thrombosis early,

especially in such cases when PLT count > 50x109/L.

Introduction

Thrombotic thrombocytopenic purpura (TTP) is a rare and potentially fatal hematologic disease. Fifty years
ago, before the era of effective treatment, the diagnosis of TTP was based on the progressive appearance
of the “pentad” of clinical manifestations: microangiopathic hemolytic anemia, thrombocytopenia, renal
and neurological abnormalities, and fever '. Recent studies have demonstrated that deficiency in the von
Willebrand factor (vWF) cleaving protease ADAMTSI3 (a disintegrin and metalloproteinase with throm-
bospondin motifs 13) causes TTP. The deficiency of ADAMTS13 can be genetic or more common, acquired,
resulting from autoimmune production of inhibitory anti-ADAMTS13 antibodies 2.

PEX (plasma exchange) has now become the cornerstone of the management of TTP. Timely, extensive
PEX has been indicated to reduce the mortality rate to <10%, resulting in >90% short-term effectiveness.
However, few attentions have been paid to the complication of PEX since PEX requires insertion of a central
venous dialysis catheter, with its risk for hemorrhage, thrombosis and infection 3.

In this case, we describe a young male who was firstly defined by either simultaneous or sequential combi-
nation of immune thrombocytopenia and autoimmune hemolytic anemia with a positive direct anti globulin
test (DAT) in the absence of known underlying etiology and diagnosed as TTP. He responded well to the
timely PEX but suffered catheter-associated thrombosis.



Case description
Presenting clinical features
A 27-year-old previously healthy male patient (height 176 cm, and weight

79 kg) presented with fever, macrohematuria, and purpura in the lower legs developed 4 days before admis-
sion, respectively. Written informed consent was obtained, and approval of the ethics protocol was granted
from the Ethics Committee of Qianfoshan Hospital (2020111108). He denied drug exposures and recent in-
fectious illness. He had no abdominal pain or diarrhea. Vital signs were normal and physical examination
was unremarkable except for petechiae. His mother died of anemia (details unclear).

Laboratory findings revealed hemolytic anemia (hemoglobin level: 74 g/L; hematocrit: 22.7%; reticulocyte
count: 54x109/L; total bilirubin: 66 mg/L; indirect bilirubin: 51 mg/L; aspartate aminotransferase: 50 U/L;
lactate dehydrogenase: 3489

U/L; and haptoglobin: undetectable), thrombocytopenia (platelet count: 9.0x109/L), and renal damage
(Urinalysis disclosed a proteinuria score of 2+, a red blood cell count of 8.4 per high-power field, a white
blood cell count of 4.4 per high-power field, and serum creatinine: normal). Peripheral smear showed
numerous schistocytes (1.2%). Prothrombin time, partial thromboplastin time, and renal function test PT
was

12.1 s, APTT was 37.9 s, fibrinogen was 5.25 g/L, factor Xa activity was 115%, and antithrombin III
(AT III) activity was 92%, all within normal limits. The laboratory tests showed a Direct antiglobulin
test (4), indicating peripheral cytopenias, particularly autoimmune cytopenias (AIC) such as autoimmune
thrombocytopenia. Anti-SSA, Jo-52 (+). A bone marrow biopsy was also performed, showing only erythroid
hyperplasia without other abnormalities. A diagnosis of ES was made given the evidence of immune-mediated
hemolysis with thrombocytopenia in the absence of a known etiology, we administered methylprednisolone
pulse therapy with the dose of 500 mg/d for 3 consecutive days. At the following days, he had a drop in his
Hgb was from 15.2 g/dL to 7.4 g/dL, with an elevated LDH level soaring to 4136U /L.

Neurologic abnormalities

He remained asymptomatic but over 9 days, he experienced several episodes of headache, blurred vision and
minor mental status changes, with fever high up to 38.5. Moreover, Peripheral smear showed an increased
number of schistocytes (1.3%) (Fig. 1).

PEX through a right femoral venous hemodialysis catheter was carried out daily immediately after the onset
of neurologic abnormalities immediately even if ADAMTS-13 levels remained unknown given the high risk of
morbidity and mortality of TTP within the first 24 h if plasma replacement therapy is not given * However,
because the shortage of serum, we collected 1000ml serum, then added 500ml volume of albumin. The
PEX procedure resulted in a dramatic response with improvements. His neurologic abnormalities resolved
immediately and did not recur.

On the 3th day post PEX therapy, the PLT rise to 156x109/L with the LDH level down to 478 U/L.
Because complete response of PEX was defined by a full resolution of any neurological manifestations and
platelet count recovery (>150x109/L) for at least two days based on previous studies and in accordance
with international guidelines®. Therefore, we continued PEX therapy. On the 4th day post PEX, continuous
improvement was noted on the blood test, with platelets peaked to 195x109/L and LDH down to 331 U/L.
However, the patient presented with a sudden onset right leg swelling and pain. There were no associated
signs or symptoms such as dyspnea or fever. The color Doppler ultrasound demonstrated evidence of DVT
in the right lower leg which showed total thrombosis of the right external iliac and femoral veins and nearly
total thrombosis of the right popliteal vein (Fig. 2).

We consulted vascular surgeons. Based on their recommendation, the patient underwent inferior vena cava
filter placement and catheter thrombolysis and perfusion catheter insertion with continued administration
of thrombolytic agent (Fig. 3). At the meantime, PEX session was sustained for another 2 days. The DVT



improved markedly, and we shifted to an oral anticoagulant (rivaroxaban). After another twice PEX, he
continued to remain asymptomatic, his hematological parameters stabilized with a platelet count of 200 x
1079/L at discharge and plasma D-dimer levels returned to normal. The patient is now under follow-up in
the outpatient clinic and is undertaking rivaroxaban daily, while progressively tapering oral corticosteroids.
In a yearly follow-up, there has been no anemia and the platelet count also remains normal to date.

Discussion:

Hemolysis in idiopathic TTP is mechanical and nonimmune mediated, thus Coombs testing is usually neg-
ative. Nowadays, autoimmune diseases caused acquired TTP have been explored broadly, which caused
vascular endothelial cell damage, release of a large number of vWF, lack of vWF-cp or inhibition of vWF-cp
activity, leading to microaggregation of platelets and vWF-fibrinogen, vessel occlusion, and rapid reduction
of platelets, and finally resulting in occurrence of TTPS. Coombs testing could be positive in that case, and
usually ended with fatality in adult literature 7. A variety of autoimmune disorders may develop several years
after the recovery of TTP and such observations highlight the necessity of clinical surveillance 6, however,
the guidelines are still missing.

The diagnosis of TTP requires clinical judgment in addition to measurement of ADAMTS13 activity 5.
Since rapid ADAMTS13 activity assessment is not available in routinely, leading to diagnostic wanderings
with potentially severe consequences on prognosis by delaying therapeutic plasma exchange (TPE) in cases of
diagnosis uncertainty. Our current practice continues to treat patients with PEX if they have clinical features
of TTP with no alternative diagnosis, even if the ADAMTS13 activity is not available. However, we must
balance the risks and benefits for PEX procedure at the first place. Common risks are as follows: hemorrhage
or pneumothorax complicating the insertion of central venous catheter, thrombosis or sepsis attributed
to central venous catheter, anaphylactic reaction to plasma and cardiac tamponade related to catheter
insertion ?. As in this case, the patient responded well with treatment of timely PEX and corticosteroids,
however, femoral catheterization associated DVT occurred. It is most probably caused by endothelial damage
secondary to intravenous catheters. Then, loss of physiological thromboresistance, leukocyte adhesion to
damaged endothelium, complement consumption, abnormal vWF release and fragmentation, and increased
vascular shear stress may then sustain and amplify the microangiopathic process. We hypothesis that
tries to explain the complications of PEX considers that PEX removed autoantibodies and corrected PLT
deficiency, resulting in thrombosis. Low-molecular-weight heparin thromboprophylaxis plus antiplatelet when
the platelet count > 50 x 109/1 were suggested in clinical work !°. Previous studies have shown that the
frequency of mechanical complications is greater with femoral catheterization than with subclavian and
internal jugular catheterization ''. However, no specific guidelines regarding catheterization pathway was
made yet.

Although the PEX-based method is the recommended acquired TTP treatment worldwide '2, other options
could be considered for treating recurring or refractory TTP cases, or when severe adverse effects related
to PEX such as bleeding or thrombosis appear!®. Since 2002, therapeutic interventions aiming to B-cell
depletion and reduction of autoantibodies, with rituximab, appear very effective both as induction therapy
for the initiation of remission, as well as maintenance therapy, some even advocate the use of rituximab
as routine initial treatment together with PEX and corticosteroids '*; however, the frequencies of severe
neurologic abnormalities, exacerbations, and death have not changed, while the frequency of relapse has
decreased '°. Recently, treatment of acute episodes of TTP with increasing use of rituximab and the
addition of new agents, such as caplacizumab'® and recombinant ADAMTS13 showed to be more effective.

We anticipate that more effective treatment will improve the quality and duration of life for patients in
remission from TTP. With more effective treatments, the need for PEX and the risks for complications from
PEX may decrease.

Conclusion:



Catheter-related DVT under the setting of TTP or TTP recovery stage may be presented as a more fulminant
form. Still, long-term follow-up of TTP patients is crucial to identify the occurrence of other autoimmune
diseases, to control relapses and to evaluate psychophysical sequelae. Further development of both patients’
registries worldwide and innovative drugs is still needed to improve TTP management.

Acknowledgments
Not applicable.

Funding: The work was supported by the National Natural Science Foundation of China (NSFC, 81570305
and 81600265)

Conflict of interests
The Authors declare that there is no conflict of interest.
Authors’ contribution

YJ is the guarantor and designer of this project. ZM was mainly responsible for the diagnosis and treatment
of this patient.

Date Availability Statement

The datasets are available from the corresponding author on reasonable request.

References

1. George JN, Nester CM: Syndromes of thrombotic microangiopathy. N Engl J Med
2014; 371:1847-1848.

2. Chapman K, Seldon M, Richards R. Thrombotic microangiopathies, thrombotic thrombocytopenic pur-
pura, and ADAMTS-13. Semin Thromb Hemost 2012; 38:47-54.

3. George JN, Sandler SA, Stankiewicz J. Management of thrombotic thrombocytopenic purpura without
plasma exchange: the Jehovah’s Witness experience. Blood Adv 2017; 1:2161-2165.

4. Scully M, Hunt BJ, Benjamin S, et al. Guidelines on the diagnosis and management of thrombotic
thrombocytopenic purpura and other thrombotic microangiopathies. Br J Haematol 2012; 158:323-335.

5. Froissart A, Buffet M, Veyradier A, et al. Efficacy and safety of first-line rituximab in severe, acquired
thrombotic thrombocytopenic purpura with a suboptimal response to plasma exchange. Experience of the
French Thrombotic Microangiopathies Reference Center. Crit Care Med 2012; 40:104-111.

6. Dimopoulou D, Dimosiari A, Mandala E, et al. Autoimmune Thrombotic Thrombocytopenic Purpura:
Two Rare Cases Associated with Juvenile Idiopathic Arthritis and Multiple Sclerosis. Front Med (Lausanne)
2017; 4:89.

7. Zhang C, Chen XH, Zhang X. Quick development and sudden death: Evans syndrome followed by
thrombotic thrombocytopenic purpura. Am J Emerg Med 2014; 32:1156. e1153-1154.

8. Page EE, Kremer Hovinga JA, Terrell DR, et al. Thrombotic thrombocytopenic purpura: diagnostic
criteria, clinical features, and long-term outcomes from 1995 through 2015. Blood Adv 2017; 1:590-600.

9. Howard MA, Williams LA, Terrell DR, et al. Complications of plasma exchange in patients treated for
clinically suspected thrombotic thrombocytopenic purpura-hemolytic uremic syndrome. Transfusion 2006;
46:154-156.

10. Oshima T, Tkutomi M, Shinohara H, et al. Acute Myocardial Infarction Caused by Thrombotic Mi-
croangiopathy Complicated with Myelodysplastic Syndrome. Int Heart J 2016; 57:634-636.



11. Dewachter P, Mouton-Faivre C, Mertes PM. Preventing complications of central venous catheterization.
N Engl J Med 2003; 348:2684-2686; author reply 2684-2686.

12. Rottenstreich A, Kalish Y, Tvito A, et al. Acquired thrombotic thrombocytopenic purpura in pregnancy:
The role of placental and breast-milk mediated transfer of ADAMTS13-autoantibodies. Thromb Res 2017;
156:80-81.

13. Nakao H, Ishiguro A, Tkoma N, et al. Acquired idiopathic thrombotic thrombocytopenic purpura suc-
cessfully treated with intravenous immunoglobulin and glucocorticoid: A case report. Medicine (Baltimore)
2017; 96: e6547.

14. Rituximab prevents long-term relapses in TTP. Blood 2018; 132:2210.

15. Thumma S, Idrees S, Phuyal P, et al. When the Standard Treatment Fails: Rituximab Therapy for
Refractory TTP. Am J Ther 2018.

16. Peyvandi F, Scully M, Kremer Hovinga JA, et al. Caplacizumab for Acquired Thrombotic Thrombocy-
topenic Purpura. N Engl J Med 2016; 374:511-522.

Figure Legend

Figure 1. Peripheral blood smear showed microangiopathic hemolytic anemia with schistocytosis, (A) On
day of admission, the smear had few schistocytes. (B) One week later, the smear showed an increased number
of schistocytes that raised the question of microangiopathic hemolytic anemia.

Figure 2. Color Doppler flow images revealing DVT involving the lower extremities.

(A) DVT in the superficial femoral vein of the right leg. (B) DVT in the popliteal vein of the right leg. (C)
DVT in the intermuscular vein of the right leg.

No signals of blood flow were shown above. DVT, deep venous thrombosis. Figure 3. Venography of
right iliac to popliteal vein. Angiography (A) before thrombectomy. (B) after thrombectomy with inserted
perfusion catheter. (C) after urokinase thrombolysis
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