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Table S1. Data sources and codes for identifying cancer diagnosis.
	Antineoplastic agents dispensed in hospitals or community pharmacies according to PADRIS and SIDIAP registries (ATC codes).

	Groups ‘L01’ and ‘L02’ (except for 'L01BA01', 'L01XX33', 'L02AB01', and 'L02AB02' codes) and code 'L03AX91'.

	Malignancies according to the SIDIAP registry. Data from general practitioners (ICD-10 codes).

	C00, C00.0, C00.1, C00.2, C00.4, C00.8, C00.9, C01, C02, C02.0, C02.1, C02.4, C02.8, C02.9, C03, C03.1, C03.9, C04, C04.1, C04.8, C05, C05.0, C05.2, C05.8, C05.9, C06, C06.0, C06.2, C06.8, C06.9, C07, C08, C08.0, C08.1, C08.8, C08.9, C09, C09.1, C09.8, C09.9, C10, C10.0, C10.1, C10.2, C10.3, C10.4, C10.8, C10.9, C11, C11.0, C11.1, C11.2, C11.8, C11.9, C12, C13, C13.0, C13.1, C13.8, C13.9, C14, C14.0, C14.2, C14.8, C15, C15.0, C15.1, C15.2, C15.3, C15.4, C15.5, C15.8, C15.9, C16, C16.0, C16.1, C16.2, C16.3, C16.8, C16.9, C17, C17.0, C17.1, C17.2, C17.3, C17.8, C17.9, C18, C18.0, C18.1, C18.2, C18.3, C18.4, C18.6, C18.7, C18.8, C18.9, C19, C20, C21, C21.0, C21.1, C21.8, C22, C22.0, C22.1, C22.2, C22.3, C22.7, C22.9, C23, C24, C24.0, C24.1, C24.8, C24.9, C25, C25.0, C25.1, C25.2, C25.3, C25.4, C25.8, C25.9, C26, C26.0, C26.1, C26.8, C26.9, C30, C30.0, C30.1, C31, C31.0, C31.1, C31.8, C31.9, C32, C32.0, C32.1, C32.2, C32.3, C32.8, C32.9, C33, C34, C34.0, C34.1, C34.2, C34.3, C34.8, C34.9, C37, C38, C38.0, C38.1, C38.2, C38.3, C38.4, C38.8, C39, C39.0, C39.8, C39.9, C40, C40.0, C40.1, C40.2, C40.3, C40.8, C40.9, C41, C41.0, C41.1, C41.2, C41.3, C41.4, C41.8, C41.9, C43, C43.3, C43.4, C43.5, C43.6, C43.7, C43.9, C44, C44.0, C44.1, C44.2, C44.3, C44.4, C44.5, C44.6, C44.7, C44.8, C44.9, C45, C45.0, C45.2, C45.9, C46, C46.0, C46.1, C46.7, C46.8, C46.9, C47, C47.0, C47.8, C48, C48.0, C48.1, C48.2, C48.8, C49, C49.0, C49.1, C49.2, C49.4, C49.5, C49.8, C49.9, C50, C50.0, C50.1, C50.2, C50.3, C50.4, C50.5, C50.6, C50.8, C50.9, C51, C51.8, C51.9, C52, C53, C53.0, C53.1, C53.8, C53.9, C54, C54.0, C54.1, C54.2, C54.3, C54.8, C54.9, C55, C56, C57, C57.4, C57.7, C57.8, C57.9, C60, C60.1, C60.2, C60.8, C60.9, C61, C62, C62.0, C62.1, C62.9, C63, C63.1, C63.2, C63.7, C63.8, C63.9, C64, C65, C66, C67, C67.0, C67.1, C67.2, C67.3, C67.4, C67.5, C67.6, C67.7, C67.8, C67.9, C68, C68.0, C68.8, C68.9, C69, C69.0, C69.2, C69.3, C69.5, C69.6, C69.8, C69.9, C70, C70.0, C70.1, C70.9, C71, C71.0, C71.1, C71.2, C71.3, C71.4, C71.5, C71.6, C71.8, C71.9, C72, C72.0, C72.2, C72.4, C72.8, C72.9, C73, C74, C74.1, C74.9, C75, C75.0, C75.1, C75.2, C75.5, C75.9, C76, C76.0, C76.1, C76.2, C76.3, C76.4, C76.5, C76.7, C76.8, C77, C77.0, C77.1, C77.2, C77.4, C77.8, C77.9, C78, C78.0, C78.1, C78.2, C78.4, C78.5, C78.6, C78.7, C78.8, C79, C79.0, C79.1, C79.2, C79.3, C79.5, C79.6, C79.7, C79.8, C80, C81, C81.0, C81.1, C81.2, C81.3, C81.7, C81.9, C82, C82.0, C82.1, C82.2, C82.7, C82.9, C83, C83.3, C83.4, C83.5, C83.6, C83.7, C83.8, C83.9, C84, C84.0, C84.1, C84.2, C84.3, C84.4, C84.5, C85, C85.0, C85.1, C85.7, C85.9, C88, C88.0, C88.2, C88.7, C88.9, C90, C90.0, C90.1, C90.2, C91, C91.0, C91.1, C91.2, C91.3, C91.4, C91.7, C91.9, C92, C92.0, C92.1, C92.2, C92.3, C92.4, C92.7, C92.9, C93, C93.0, C93.1, C94, C94.2, C94.4, C94.5, C94.7, C95, C95.0, C95.1, C95.7, C95.9, C96, C96.1, C96.2, C96.3, C96.7, C96.9, C97. 

	Malignancies according to the PC-MBDS (ICD-9 codes).

	1400, 1401, 1403, 1404, 1405, 1406, 1408, 1409, 1410, 1412, 1419, 1420, 1453, 1460, 1463, 1469, 1471, 1478, 1479, 1481, 1489, 1490, 1501, 1503, 1504, 1508, 1509, 1510, 1512, 1513, 1514, 1518, 1519, 1520, 1521, 1522, 1528, 1529, 1530, 1531, 1532, 1533, 1534, 1535, 1536, 1537, 1538, 1539, 1540, 1541, 1542, 1548, 1550, 1551, 1552, 1560, 1562, 1569, 1570, 1571, 1572, 1578, 1579, 1580, 1588, 1589, 1590, 1599, 1610, 1611, 1619, 1622, 1623, 1624, 1625, 1628, 1629, 1638, 1639, 1640, 1642, 1648, 1649, 1659, 1700, 1704, 1709, 1713, 1715, 17310, 1742, 1744, 1745, 1748, 1749, 179, 1800, 1809, 1820, 1828, 1830, 1844, 185, 1880, 1882, 1885, 1888, 1889, 1890, 1891, 1892, 1893, 1899, 1910, 1911, 1912, 1913, 1915, 1916, 1918, 1919, 193, 1940, 1950, 1953, 1960, 1961, 1962, 1963, 1965, 1966, 1968, 1969, 1970, 1971, 1972, 1974, 1975, 1976, 1977, 1978, 1980, 1981, 1982, 1983, 1984, 1985, 1986, 1987, 19882, 19889, 1990, 2350, 2351, 2352, 2353, 2354, 2355, 2356, 2357, 2358, 2359, 2362, 2367, 23691, 2372, 2375, 2376, 2380, 2381, 2382, 2383, 2385, 2386, 2387, 23879, 2388, 2389, 2390, 2391, 2392, 2393, 2394, 2395, 2396, 2397, 2398, 23989, 25801.


ATC, Anatomic Therapeutic Chemical (ATC) Classification System; ICD-10, International Classification of Diseases (ICD) 10th revision; ICD-9, International Classification of Diseases (ICD) 9th revision; PADRIS, Public Data Analysis for Health Research and Innovation Programme; PC-MDBS, SIDIAP, Information System for the Development of Research in Primary Care.

Table S2. Supplementary clinical information of study patients.
	
	Interferon Only
	Interferon + Direct antiviral agents
	Direct antiviral agents only

	
	Control
	IFN
	Control
	IFN+DAA
	Control
	DAA

	
	n=19,376
	n=4,329
	n=3,507
	n=794
	n=26,662
	n=6,533

	Fibrosis degree, n (%)
	
	
	
	
	
	

	F0
	0 (0)
	14 (12)
	0 (0)
	13 (1.9)
	0 (0)
	126 (2)

	F1
	0 (0)
	53 (45.3)
	0 (0)
	45 (6.5)
	0 (0)
	422 (6.7)

	F2
	0 (0)
	27 (23.1)
	0 (0)
	123 (17.6)
	0 (0)
	1,460 (23.3)

	F3
	0 (0)
	11 (9.4)
	0 (0)
	149 (21.4)
	0 (0)
	1,431 (22.8)

	F4
	47 (100)
	12 (10.3)
	17 (100)
	367 (52.7)
	115 (100)
	2,824 (45.1)

	Missing/NA
	19,329
	4,212
	3,490
	97
	26,547
	270

	Genotype, n (%)
	
	
	
	
	
	

	1
	0 (0)
	41 (35)
	0 (0)
	504 (64.9)
	0 (0)
	4,804 (74.3)

	2
	0 (0)
	5 (4.3)
	0 (0)
	24 (3.1)
	0 (0)
	157 (2.4)

	3
	0 (0)
	40 (34.2)
	0 (0)
	151 (19.4)
	0 (0)
	717 (11.1)

	4
	0 (0)
	31 (26.5)
	0 (0)
	98 (12.6)
	0 (0)
	784 (12.1)

	5
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	5 (0.1)

	Missing/NA
	19,376
	4212
	3,507
	17
	27,662
	66

	Viral load (log, count), median (IQR)
	N=0
	N=117 / 13.9 (11.7-15.2)
	N=0
	N=777 / 14 (12.8-14.9)
	N=0
	N=6,454 / 13.9 (12.6-14.9)

	IgG anti-HCV, median (IQR)
	N=0
	N=138 / 0.1 (0.1-10.5)
	N=0
	N=16 / 11.6 (10.3-26.3)
	N=0
	N=245 / 11.4 (10-26.7)

	Exposure to, n (%):
	
	
	
	
	
	

	ribavirin
	
	
	
	
	
	

	         No
	19,376 (100)
	3,125 (72.2)
	3,507 (100)
	37 (4.7)
	26,662 (100)
	4,039 (61.8)

	          Yes
	0 (0)
	1,204 (27.8)
	0 (0)
	757 (95.3)
	0 (0)
	2,494 (38.2)

	telaprevir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	619 (78)
	26,662 (100)
	6,533 (100)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	175 (22)
	0 (0)
	0 (0)

	boceprevir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	725 (91.3)
	26,662 (100)
	6,533 (100)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	69 (8.7)
	0 (0)
	0 (0)

	simeprevir
	
	
	
	
	
	

	         No
	20,038 (100)
	4,329 (100)
	3,507 (100)
	578 (72.8)
	26,662 (100)
	5,589 (85.6)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	216 (27.2)
	0 (0)
	944 (14.4)

	daclatasvir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	692 (87.2)
	26,662 (100)
	5,779 (88.5)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	102 (12.8)
	0 (0)
	754 (11.5)

	sofosbuvir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	84 (10.6)
	26,662 (100)
	1,736 (26.6)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	710 (89.4)
	0 (0)
	4,797 (73.4)

	dasabuvir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	737 (92.8)
	26,662 (100)
	5,056 (77.4)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	57 (7.2)
	0 (0)
	1,477 (22.6)

	ledipasvir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	490 (61.7)
	26,662 (100)
	3,598 (55.1)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	304 (38.3)
	0 (0)
	2,935 (44.9)

	ombitasvir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	711 (89.5)
	26,662 (100)
	4,812 (73.7)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	83 (10.5)
	0 (0)
	1,721 (26.3)

	peritaprevir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	711 (89.5)
	26,662 (100)
	4,812 (73.7)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	83 (10.5)
	0 (0)
	1,721 (26.3)

	ritonavir
	
	
	
	
	
	

	         No
	19,376 (100)
	4,329 (100)
	3,507 (100)
	711 (89.5)
	26,662 (100)
	4,812 (73.7)

	          Yes
	0 (0)
	0 (0)
	0 (0)
	83 (10.5)
	0 (0)
	1,721 (26.3)

	CKD-EPI (mL/min-1/1.73m3), median (IQR)
	N=14,903 / 90.1 (87.3-90.1)
	N=3,839 / 90.1 (89.8-90.1)
	N=2,856 / 90.1 (84.2-90.1)
	N=717 / 90.1 (86.9-90.1)
	N=22,434 / 90.1 (80.4-90.1)
	N=5,891 / 90.1 (81.4-90.1)

	GGT (IU/L), median (IQR)
	N=10,760 / 21 (14-34)
	N=3,331 / 24 (16-44)
	N=2,154 / 26 (17-44)
	N=648 / 79 (38.5-152.5)
	N=17,643 / 25 (17-42)
	N=5,402 / 63 (33-126)

	ALT (IU/L), median (IQR)
	N=12,683 / 19 (14-29)
	N=3,331 / 24 (16-45)
	N=2,472 / 22.5 (16-33)
	N=632 / 64 (39-109)
	N=20,029 / 21 (16-31)
	N=5,368 / 61 (38-98)

	Platelets (10^9 count), median (IQR)
	N=13,111 / 245 (209-287)
	N=3,569 / 225 (187-267)
	N=2,520 / 239 (204-281)
	N=665 / 170 (128-216)
	N=20,414 / 237 (202-278)
	N=5,539 / 173 (124-222)

	Total bilirrubin (mg/dL), median (IQR)
	N=8,504 / 0.5 (0.4-0.7)
	N=3,175 / 0.5 (0.4-0.7)
	N=1,792 / 0.5 (0.4-0.7)
	N=610 / 0.6 (0.5-0.9)
	N=14,339 / 0.5 (0.4-0.7)
	N=5,192 / 0.7 (0.5-0.9)

	AST (IU/L), median (IQR)
	N=6,862 / 21 (17-28)
	N=3,018 / 24 (18-37)
	N=1,437 / 23 (18-30)
	N=608 / 58 (36-95)
	N=11,545 / 22 (18-29)
	N=5,212 / 54 (36-85)

	Prothombine time (%), median (IQR)
	N=2,535 / 100 (95-107)
	N=1,196 / 100 (92-103)
	N=475 / 100 (93.1-106)
	N=320 / 96 (87-100)
	N=4,173 / 100 (93.5-104)
	N=2,840 / 96 (85-100)

	Albumin (mg/dL), median (IQR)
	N=2,362 / 4.4 (4.1-4.6)
	N=1,842 / 4.4 (4.1-4.6)
	N=550 / 4.4 (4.1-4.6)
	N=476 / 4.3 (4-4.5)
	N=4,295 / 4.3 (4.1-4.6)
	N=3,800 / 4.2 (3.9-4.5)

	INR, median (IQR)
	N=1,824 / 1 (0.9-1.1)
	N=927 / 1 (1-1.1)
	N=376 / 1 (0.9-1)
	N=278 / 1 (1-1.1)
	N=3,053 / 1 (0.9-1.1)
	N=2,436 / 1 (1-1.1)

	IgG anti-HBV (mg/dL), median (IQR)
	N=110 / 0.2 (0.2-0.3)
	N=178 / 0.2 (0.1-0.4)
	N=29 / 0.2 (0.1-2)
	N=37 / 0.2 (0.1-2.6)
	N=182 / 0.2 (0.1-0.3)
	N=402 / 0.2 (0.2-1.5)


ALT, alanine aminotransferase; AST, aspartate aminotransferase; CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; DAA, direct antiviral agent; GGT, gamma-glutamyl transferase; HBV, hepatitis B virus; HCV, hepatitis C virus; IFN, Interferon; INR, International Normalized Ratio; EnviarRef., reference group for risk calculation; NE, Not Estimable; 100k/PY, 100,000 patients-years; NA, Not Applicable.
*Control groups are control patients matched for each hepatitis C virus therapy regimen
