


Supplemental data / Supplemental tables
Supplementary Table 1: Cairo–Bishop criteria for defining tumor lysis syndrome [35]. 

	Cairo–Bishop definition of biological and clinical Tumor Lysis Syndrome (TLS)

	Biological TLS:
Modification ≥ 2 parameters
(Within 24 hours) a
	Increased values:
· Uric acid ≥ 476 µmol/L (8 mg/dL)
· Potassium ≥ 6.0 mmol/L (6 mEq/L)
· Phosphate ≥ 1.45 mmol/L (4.5 mg/dL)
[children: ≥ 2.1 mmol/L (6.5 mg/dL)]
	















     Or 25% increase

	
	Decreased value:
· Calcium ≤ 1.75 mmol/L (7 mg/dL)
	  






 
     Or 25% decrease

	Biological TLS:
Clinical TLS 
+
≥ 1 organ dysfunction
	· Acute kidney injury (serum creatinine ≥ 1.5 times upper limit) b
· Cardiac involvement: arrythmia or sudden death
· Neurological involvement: seizure, tetany (symptomatic hypocalcemia)


[bookmark: _Hlk136280793]Footnotes (Supplementary Table 1):
a Patients must meet two or more laboratory criteria within 3 days before to 7 days after chemotherapy initiation. 
b Other causes of acute kidney injury should be ruled out (e.g., obstruction).
Abbreviations: TLS, tumor lysis syndrome.


[bookmark: _GoBack]Supplementary Table 2: the HLH-2004 diagnostic criteria (Henter et al.) [64].
	The diagnosis HLH can be established if one of either 1 or 2 below is fulfilled

	1. A molecular diagnosis consistent with HLH a

	2. Diagnostic criteria for HLH fulfilled (five out of the eight criteria below)
· Fever
· Splenomegaly
· Cytopenias (affecting ≥2 of 3 lineages in the peripheral blood):
· Hemoglobin <90 g/L (in infants <4 weeks: hemoglobin <100 g/L)
· Platelets <100 x 109/L
· Neutrophils <1.0 x 109/L
· Hypertriglyceridemia and/or hypofibrinogenemia:
· Fasting triglycerides ≥3.0 mmol/L (i.e., ≥265 mg/dl)
· Fibrinogen ≤1.5 g/L
· Hemophagocytosis in bone marrow or spleen or lymph nodes b. No evidence of malignancy.
· Low or absent NK-cell activity (according to local laboratory reference)
· Ferritin ≥500 mg/L
· Soluble CD25 (i.e., soluble IL-2 receptor) ≥2,400 U/ml


Footnotes (Supplementary Table 2):
a Molecular diagnosis relies on the detection of defective genes, such as the gene encoding perforin (PRF), in familial hemophagocytic lymphohistiocytosis.
b If hemophagocytic activity is not proven at the time of presentation, further search for hemophagocytic activity is encouraged. If the bone marrow specimen is not conclusive, material may be obtained from other organs. Serial marrow aspirates over time may also be helpful.
Other comments: The following findings may provide strong supportive evidence for the diagnosis: (a) spinal fluid pleocytosis (mononuclear cells) and/or elevated spinal fluid protein, (b) histological picture in the liver resembling chronic persistent hepatitis (biopsy). Other abnormal clinical and laboratory findings consistent with the diagnosis are: cerebromeningeal symptoms, lymph node enlargement, jaundice, edema, skin rash. Hepatic enzyme abnormalities, hypoproteinemia, hyponatremia, VLDL ↑, HDL ↓.
Abbreviations: CD, cluster of differentiation; HLH, hemophagocytic lymphohistiocytosis; HDL, high-density lipoprotein; NK, natural killer; VLDL, very-low-density lipoprotein.


Abbreviations: 
ADAMTS13, a disintegrin and metalloprotease with thrombospondin type I repeats-13; AKI, acute kidney injury; ALL, acute lymphoblastic leukemia; AML, acute myeloid leukemia; APL, acute promyelocytic leukemia; ARDS, acute respiratory distress syndrome; ATRA, all-trans retinoic acid; ion. Ca2+, ionized calcium; CD, cluster of differentiation; CNS, central nervous system; DAT: direct antiglobulin test; DIC, disseminated intravascular coagulation ; DLBCL, diffuse large B-cell lymphoma; EBV, Epstein-Barr virus; eGFR, estimated glomerular filtration rate; FAB, French-American-British classification; FDP, fibrin degradation products; FLCs, free light chains; FLT3-ITD, FMS-like tyrosine kinase-3 internal tandem duplication; HCO, High-cutoff; HDL, high-density lipoprotein; HIV, human immunodeficiency virus; HLH, hemophagocytic lymphohistiocytosis; HSCT, hematopoietic stem cell transplantation; HUS, hemolytic uremic syndrome; HVS, hyperviscosity syndrome; ICU, intensive care unit; Ig, immunoglobulin ; IL, interleukin; INR, international normalized ratio; ISTH, International Society on Thrombosis and Haemostasis; JMHW, Japanese Ministry of Health and Welfare; K+, potassium; LCCN, Light-chain cast nephropathy; LDH, lactate dehydrogenase ; LMWH, low-molecular-weight heparin; LVEF, Left ventricular ejection fraction; MM, multiple myeloma; NA, not applicable; NK, natural killer; P, phosphorus; PT, prothrombin time; RBC, red blood cell; RRT, renal replacement therapy; s, second; TDT, tumor doubling times; TG, triglycerides; tiMAHA, tumor-induced microangiopathic hemolytic anemia; TLS, tumor lysis syndrome; TNF, tumor necrosis factor; TTP, thrombotic thrombocytopenic purpura; UFH, unfractionated Heparin; VLDL, very-low-density lipoprotein; VWF, von Willebrand factor.
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