
SUPPLEMENTARY DATA


Table 1:  Participating centers and details of number of patients contributed by each center

	Study Centre                                                        
	Placebo group
	Ulinastatin group
	Total


	BYL Nair Hospital, Mumbai                                              
	17
	17
	34

	L T M G Hospital, Mumbai                                                 
	16
	15
	31

	Jehangir Hospital, Pune                                                     
	1
	1
	2

	Maulana Azad Medical College, New Delhi                       
	7
	7
	14

	Safdarjung Hospital, New Delhi                                        
	17
	15
	32

	NSMVP Samaj Medical College, Nashik                            
	5
	4
	9

	Total
	63
	59
	122




Table 2:  Details of antibiotics used in patients with severe sepsis

	Antibiotics  
	Ulinastatin
group
	Placebo
group

	Amikacin
	8
	8

	Amoxycillin Clavulanate
	1
	3

	Azithromycin
	4
	4

	Cefoperazone-sulbactam
	6
	5

	Cefotaxime
	1
	2

	Ceftriaxone
	19
	20

	Ciprofloxacin
	5
	7

	Colistin
	1
	4

	Imipenem
	6
	6

	Levofloxacin
	15
	13

	Meropenem
	5
	11

	Metronidazole
	25
	27

	Netilmycin
	5
	8

	Piperacillin + Tazobactam
	16
	19

	Teicoplanin
	9
	7

	Tigecycline
	1
	1

	Vancomycin
	4
	6




Table 3:  Specimens from which bacteria were isolated
	Specimen cultured
	No of positive
isolates

	Sputum / tracheal secretions
	16

	Abdomen/wound
	4

	Urine
	4

	Blood
	4

	CSF
	1

	Pleural fluid
	1






Table 4:  Organisms causing infections
	
Organism
	Number of isolates

	Streptococcus spp
	2

	Staphylococcus aureus
	3

	Enterococcus
	1

	Neiserria meningitides
	1

	Eschericiah coli
	7

	Acinteobacter spp
	6

	Klebsiella pneumonia
	3

	Pseudomonas aeruginosa
	3

	Citrobacter freundii
	1

	Candida spp
	3








Table 5: Adverse events seen in patients with severe sepsis in the placebo and ulinastatin groups.


	
	Placebo group
(n=59)
	Ulinastatin
Group (n=55)
	p value*

	28-day all-cause mortality
	12 (20.3%)
	4 (7.3%)
	0.045

	New onset organ dysfunction@
    Cardiovascular
    Respiratory
    Hematological
    Hepatic
    Renal
    Central nervous system
Total number of patients with new-onset organ dysfunction
	
9
8
7
3
4
3

26
	
4
4
4
2
2
2

10
	
0.18
0.27
0.41
1.0
0.68
1.0

0.003

	Increase in serum AST >3 X ULN
Increase in serum ALT >3 X ULN
Increase in serum Bilirubin  to ≥ 2.0mg/dL
	3
1
3
	2
0
2
	1.0
1.0
1.0

	New vasopressor use 
Addition of another new vasopressor
	4
5
	2
2
	0.68
0.44

	Mechanical ventilation initiated after
Randomization
	8
	4
	0.27

	Increase in serum creatinine >2.5 mg/dL
	4
	2
	0.68


[bookmark: T4]*Note: p value is by univariate analysis. 
@ New onset organ dysfunction was defined as organ dysfunction occurring after administration of the first dose of the study medication. Criteria used for individual organ dysfunction were same as those used for inclusion in the study. In addition, liver dysfunction was defined as post-baseline serum bilirubin ≥ 2.0 mg/dL when bilirubin was <2.0mg/dL at baseline and central nervous system dysfunction was defined as post-baseline GCS <10 when baseline GCS was ≥10.

