Supporting Table S1. Cohorts Participating in the Liver Cancer Pooling Project. 

	Cohort
	Location
	Recruitment/
Follow-up
	Cohort 
Characteristics
	Non-Cases Total
	 
	HCC Total
	 
	ICC Total

	
	
	
	
	Men
	Women
	 
	Men
	Women
	 
	Men
	Women

	NIH-AARP Diet and 
Health Study
	multiple states
	1995/2008
	AARP members
	564,499
	
	910
	
	235

	
	
	
	
	338,234
	226,265
	 
	752
	158
	 
	161
	74

	Agricultural Health 
Study
	North Carolina, 
Iowa
	1999/2008
	Farmers and spouses
	34,729
	
	10
	
	2

	
	
	
	
	18,974
	15,786
	 
	5
	5
	 
	2
	0

	United States 
Radiologic Technologists 
Study
	multiple states
	1994/2008
	U.S. radiologic technologists
	72,402
	
	4
	
	1

	
	
	
	
	16,112
	56,290
	 
	2
	2
	 
	1
	0

	The Breast Cancer 
Demonstration Project
	multiple states
	1987/1999
	Breast cancer screening program

 
	51,624
	 
	8
	 
	6

	
	
	
	
	-
	51,624
	 
	-
	8
	 
	-
	6

	Prostate, Lung, 
Colorectal, and 
Ovarian Cancer 
Screening Trial
	multiple states
	1993/2009
	Trial of cancer screening modalities
	149,635
	
	154
	
	42

	
	
	
	
	73,607
	76,028
	 
	131
	23
	 
	26
	16

	Women's Health Study
	multiple states
	1993/2010
	Trial of low-dose aspirin and vitamin 
E in prevention of CVD
	39,840
	
	6
	
	5

	
	
	
	
	-
	39,840
	 
	-
	6
	 
	-
	5

	Physicians’ Health Study
	multiple states
	1981/2010
	Physicians
	28,978
	
	28
	
	0

	
	
	
	
	28,978
	-
	
	28
	-
	
	0
	-

	Health Professionals Follow-Up Study
	multiple states
	1986/2010
	Male health professionals, 
aged 40-75
	51,388
	 
	32
	 
	14

	
	
	
	
	51,388
	-
	
	32
	-
	
	14
	-

	NYU Women's Health 
Study
	New York
	1985/2010
	Study of hormones and breast 
cancer
	14,250
	 
	5
	 
	3

	
	
	
	
	-
	14,250
	 
	-
	5
	 
	-
	3

	Cancer Prevention 
Study II
	U.S., nationwide
	1992/2007
	General population 
	160,394
	
	115
	
	31

	
	
	
	
	76,154
	84,240
	 
	89
	26
	 
	19
	12

	Iowa Women's 
Health Study
	Iowa
	1986/2007
	Postmenopausal women, ages 
55-69 years
	28,570
	
	29
	
	10

	
	
	
	
	-
	28,570
	 
	-
	29
	 
	-
	10

	Black Women's 
Health Study
	multiple states
	1995/2009
	General population, self-identified 
as black or African American
	57,152
	
	6
	
	1

	
	
	
	
	-
	57,152
	 
	-
	6
	 
	-
	1

	Women's Health 
Initiative
	multiple states
	1993/variable
	Postmenopausal women, ages 
50-79 years
	160,988
	
	67
	
	46

	
	
	
	
	-
	160,988
	 
	-
	67
	 
	-
	46

	Nurses' Health Study
	multiple states
	1980/2010
	Married, female nurses, aged 30-55
	102,459
	
	49
	
	14

	
	
	
	
	-
	102,459
	 
	-
	49
	 
	-
	14

	TOTAL
	
	
	
	1,516,908
	
	1,423
	
	410

	 
	 
	 
	 
	603,416
	913,492
	 
	1,039
	384
	 
	223
	187


Supporting Table S2. Assessment of cigarette smoking, Liver Cancer Pooling Project. 

	Study
	
	Assessment

	NIH-AARP Diet and Health Study
	Have you ever smoked 100 or more cigarettes during your entire life? 
Yes, No

If yes, do you currently smoke cigarettes or have you stopped?
Currently smoke, stopped within last year, stopped 1 to 4 years ago, stopped 5 to 9 years ago, stopped 10 or more years ago

If yes, how many cigarettes per day do or did you usually smoke? 
1 to 10, 11 to 20, 21 to 30, 31 to 40, 41 to 60, 61 or more

	Agriculture Health Study
	During your lifetime, have you smoked at least 100 cigarettes? 
No, Yes

Do you smoke cigarettes now? 
No, Yes

On the average, how much do you or did you smoke each day?
10 cigarettes or less
11–20 cigarettes
21–40 cigarettes
More than 40 cigarettes
 
What is the total number of years you smoked cigarettes?
(Enter years)

	United States Radiologic Technologists
	Have you ever SMOKED cigarettes regularly for a period of one year or more? 
No, Yes

Excluding any periods of time during which you did not smoke, how many total years have you smoked regularly? 
(Enter total years smoked)

During the time you smoked, regularly, about how many cigarettes per day did you smoke? 
(Enter no. of cigarettes per day)

How old were you when you started smoking regularly?
(Enter age started)
 
How old were you when you stopped smoking? 
Currently smoking
(Enter age stopped)

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	Study
	Assessment

	The Breast Cancer Detection Demonstration Project (cont.)
	Have you smoked a total of 100 cigarettes or more in your lifetime? 
Yes, No

How old were you when you first started smoking cigarettes regularly?
(Enter age first started smoking)

Do you smoke cigarettes now? 
Yes, No

How old were you when you last stopped smoking cigarettes?
(Enter age last stopped smoking cigarettes)

Considering the time you may have stopped smoking and then restarted, how many total years have you or did you actually smoke cigarettes?
(Enter total years smoked cigarettes)

During the time you have smoked regularly, how many cigarettes do or did you usually smoker per day? 
(Enter number of cigarettes per day)

	Prostate, Lung, Colorectal and Ovarian Cancer Screening Trial 
	Have you ever smoked cigarettes regularly for six months or longer?
No, Yes

At what age did you start smoking cigarettes regularly? 
(Enter age in years)

Do you smoke cigarettes regularly now?
No, Yes

At what age did you last stop smoking cigarettes regularly?
(Enter age in years)

During periods when you smoked, how many cigarettes did or do you usually smoke per day?
1-10, 11-20, 21-30, 31-40, 41-60, 61-80, 81 or more

	Women’s Health Study 
	Have you smoked 100 cigarettes or more in your lifetime?
No; Yes, currently smoke; Yes, smoked in past but quit

IF YES, BUT QUIT: When did you quit? 
Less than 1 year ago, 1 or more years ago

How many total years have you smoked?
Less than 5 years, 5-9, 10-19, 20-29, 30-39, 40-49, 50 or more years

At each age: what was the average number of cigarettes you smoked PER DAY during the time that you smoked?
AGE: <15, 15-19, 20-29, 30-39, 40-49, 50-59, 60-69, 70+
None, 1-4, 5-14, 15-24, 25-35, 36-44, 45+

	
	

	
	

	
	

	
	

	Study
	Assessment

	Physicians’ Health Study 
	Have you ever smoked cigarettes regularly?
Never, Past only, Current

IF CURRENT: On average how many cigarettes do you currently smoke daily? 
(Enter number of cigarettes)

	Health Professionals Follow-up Study
	Have you smoked 20 packs of cigarettes or more in your lifetime?
No; Yes, currently smoke; Yes, smoked in past but quit

IF YES, BUT QUIT: When did you quit? 
<1 year, 1-2 years, 3-5 years, 6-8 years, 10+ years

At each age: average number of cigarettes per day
AGE: <15, 15-19, 20-29, 30-39, 40-49, 50-59, 60+
None, 1-4, 5-14, 15-24, 25-35, 36-44, 45+

	NYU Women's Health Study
	DID YOU EVER SMOKE CIGARETTES?
No, Yes

IF YES: At what age did you start? 
(Enter age)

Are you CURRENTLY smoking? 
No, Yes

IF NO: When did you stop?
(Enter age)

Did you ever stop TEMPORARILY and then start up again? 
No, Yes

IF YES: For how many years altogether did you stop smoking temporarily? 
(Enter years)

How many cigarettes do/did you usually smoke PER DAY?
(Enter cigarettes/day)

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	Study
	Assessment

	Cancer Prevention Study–II Nutrition Cohort 
	Have you smoked at least 100 cigarettes in your lifetime? 
No, Yes

Do you smoke cigarettes now?
Yes, No

IF YES: 
On average, about how many cigarettes a day do you smoke? 
(Enter number of cigarettes)

How many years have you smoked? 
(Enter years)

How many times since you first started smoking have you quit smoking for 6 months or longer?
(Enter times)

IF NO: 
How old were you the last time you quit smoking cigarettes?
(Enter age)

On average, how many cigarettes a day did you smoke? 
(Enter number of cigarettes)

How many years did you smoke?
(Enter years)

During the years that you were smoking, how many times did you quit smoking for 6 months or longer? 
(Enter number of times)

	Iowa Women’s Health Study 
	Have you ever smoked cigarettes on a regular basis, that is, more than 100 cigarettes in your entire life? 
No, Yes

How old were you when you first started smoking cigarettes on a regular basis?
(Enter age)

On average, during the entire time you smoked, how many cigarettes did you smoke per day?
(Enter cigarettes/day)

Do you smoke cigarettes now?
No, Yes

How old were you when you stopped smoking?
(Enter age)

On average, about how many cigarettes a day do you currently smoke?
(Enter cigarettes/day)

	
	

	
	

	
	

	
	

	Study
	Assessment

	Black Women’s Health Study
	Have you ever smoked one cigarette or more every day for at least a year? 
Yes, I smoke currently; Yes, but I no longer smoke; No

At what age did you start to smoke regularly?
14 or less, 15, 16, 17, 18, 19, 20, 21 or more

In the first few years that you smoked, how many cigarettes did you smoke each day?
Less than 5, 5-14, 15-24, 25-34, 35-44, 45 or more

In the last few years that you smoked, how many cigarettes did you smoke each day?
Less than 5, 5-14, 15-24, 25-34, 35-44, 45 or more

If you have stopped smoking, when did you stop?
Less than 1 year ago, 1 year ago, 2 years ago, 3-4 years ago, 5-9 years ago, 10 or more years ago

How many years have you been smoking or did you smoke in the past?
Less than 10, 10-14, 15-19, 20-24, 25-29, 30 or more

	Women’s Health Initiative 
	During your entire life, have you smoked at least 100 cigarettes?
No, Yes

How old were you when you first started smoking cigarettes regularly? 
Less than 15, 15-19, 20-24, 25-29, 30-34, 35-39, 40-44, 45-49, 50-54, 55-59, 60 or older

On average, how many cigarettes do you (did you) usually smoke each day?
Less than 1, 1-4, 5-14, 15-24, 25-34, 35-44, 45 or more

How many years have you been (were you) a regular smoker?
Less than 5 years, 5-9 years, 10-19 years, 20-29 years, 30-39 years, 40-49 years, 50 or more years

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	Study
	Assessment

	Nurses' Health Study
	Do you smoke cigarettes CURRENTLY?
Yes, No

IF YES:
On average, how many cigarettes do you smoke currently each day? 
(Enter cigarettes per day)
How old were you when  you first started to smoke regularly?
(Enter age)

Since you first started to smoke regularly, have you ever given up smoking cigarettes for 6 months or more?
Yes, No

IF NO: 
Have you ever smoked cigarettes regularly in the past?
Yes, No

On average, how many cigarettes per day did you smoke when you last smoked regularly?
(Enter cigarettes per day)

How old were you when you last smoked regularly?
(Enter age)

How old were you when you first started to smoke regularly?
(Enter age)

From when you first started to smoke regularly until you last smoked regularly, did you ever give up smoking for 6 months or more?
Yes, No


Supporting Table S3. Assessment of alcohol consumption, Liver Cancer Pooling Project.

	Study
	
	Assessment

	NIH-AARP Diet and Health Study
	
	Over the last 12 months, how often did you eat the following foods? (Ignore any recent changes.)
HOW OFTEN: Never, 1 time per month or less, 2-3 times per month, 1-2 times per week, 3-4 times per week, 5-6 times per week, 1 time per day, 2-3 times per day, 4-5 times per day, 6+ times per day
Beer (IN SUMMER) HOW MUCH: Less than a 12-ounce can, 1 to 2 12-ounce cans, more than 2 12-ounce cans
Beer (REST OF THE YEAR) HOW MUCH: Less than a 12-ounce can, 1 to 2 12-ounce cans, more than 2 12-ounce cans
Wine or wine coolers HOW MUCH: Less than 4 ounces, 4 to 8 ounces, more than 8 ounces
Liquor of mixed drinks HOW MUCH: Less than 1 shot of liquor, 1 to 2 shots of liquor, more than 2 shots of liquor

	Agriculture Health Study
	
	For these questions, a drink is defined as one beer, a glass of wine, or a shot of hard liquor.

During the past 12 months, how often did you usually drink any kind of alcoholic beverage? 
Never, less than one time a month, 1-3 times a month, 1 time a week, 2-4 times a week, almost every day, every day

During the past 12 months, about how many drinks would you have on a day when you drank? 
Didn't drink last year, 1 or 2 drinks, 3 or 4 drinks, 5-8 drinks, 9 or more drinks

	United States Radiologic 

Technologists
	
	During the past year, how often did you drink the following BEVERAGES?
Beer (12 oz.)
Wine (4 oz.)
Liquor (1 shot)
AVERAGE NUMBER OF SERVINGS CONSUMED DURING PAST YEAR: Never, <1/month, 1/month, 2-3/month, 1/week, 2/week, 3-4/week, 5-6/week, 1/day, 2/day, 3/day, 4/day, 5+/day

	The Breast Cancer Detection 

Demonstration Project 
	
	Have you ever drunk alcoholic beverages, such as beer, wine, or liquor regularly, that is, at least once a month? 
Yes, No

Have you ever drunk beer regularly, that is, at least once a month? 
Yes, No

Between the ages of 30 and 50, what was or has been the usual number of beers you had per week?
Number per week: (fill in)
Less than one per week
Never drank beer between ages 30 and 50

Have you ever drunk wine regularly, that is, at least once a month? 
Yes, No

Between the ages of 30 and 50, how many glasses of wine do or did you usually drink per week?
Number per week: (fill in)
Less than one per week
Never drank wine between ages 30 and 50

Have you ever drunk liquor, or drinks containing liquor, regularly, that is, at least once a month? 
Yes, No

Between the ages of 30 and 50, what was or is the unusual number of drinks containing liquor you had per week?
Number per week: (fill in)
Less than one per week
Never drank liquor between ages 30 and 50

	
	
	

	Study
	
	Assessment

	Prostate, Lung, Colorectal and 

Ovarian Cancer Screening Trial
	
	Over the past 12 months, did you drink beer?
No, Yes

If yes, how often did you drink beer IN THE SUMMER?
NEVER, 1 time per month or less, 2-3 times per month, 1-2 times per week, 3-4 times per week, 5-6 times per week, 1 time per day, 2-3 times per day, 4-5 times per day, 6 or more times per day

If yes, how often did you drink beer DURING THE REST OF THE YEAR?
NEVER, 1 time per month or less, 2-3 times per month, 1-2 times per week, 3-4 times per week, 5-6 times per week, 1 time per day, 2-3 times per day, 4-5 times per day, 6 or more times per day

If yes, each time you drank beer, how much did you usually drink?
Less than a 12-ounce can or bottle, 1 to 3 12-ounce cans or bottles, more than 3 12-ounce cans or bottles

Over the past 12 months, how often did you drink wine or wine coolers? 
NEVER, 1 time per month or less, 2-3 times per month, 1-2 times per week, 3-4 times per week, 5-6 times per week, 1 time per day, 2-3 times per day, 4-5 times per day, 6 or more times per day

If yes, each time you drank wine or wine coolers, how much did you usually drink?
Less than a 5 ounces or less than 1 glass, 5 to 12 ounces or 1 to 2 glasses, more than 12 ounces or more than 2 glasses

Over the past 12 months, how often did you drink liquor or mixed drinks?
NEVER, 1 time per month or less, 2-3 times per month, 1-2 times per week, 3-4 times per week, 5-6 times per week, 1 time per day, 2-3 times per day, 4-5 times per day, 6 or more times per day

If yes, each time you drank liquor or mixed drinks, how much did you usually drink?
Less than 1 shot of liquor, 1 to 3 shots of liquor, more than 3 shots of liquor

	Women’s Health Study 
	
	Please record your average consumption of the following beverages over the LAST YEAR:
Beer (1 glass, bottle, can)
Red wine (include sherry, port) (4 oz. glass)
White wine (4 oz. glass)
Liquor (e.g., vodka, rum, gin, liqueur, brandy) (one drink or shot)

Never or less than one/month, 1-3 per month, 1 per week, 2-4 per week, 5-6 per week, 1 per day, 2-3 per day, 4-5 per day, 6+ per day

	Physicians’ Health Study 
	
	How often do you consume alcoholic beverages (beer, wine, liquor)?
2+/day, daily, 5-6/wk, 2-4/wk, 1/wk, 1-3/mo, rarely/never

	Health Professionals Follow-up Study
	
	Please fill in your average use, during the past year, of each specified food.
Beer (1 glass, bottle, can)
Red wine (4 oz glass)
White wine (4 oz glass)
Liquor, e.g. whiskey, gin, etc. (1 drink or shot)

Never or less than one/month, 1-3 per month, 1 per week, 2-4 per week, 5-6 per week, 1 per day, 2-3 per day, 4-5 per day, 6+ per day

	
	
	

	
	
	

	
	
	

	Study
	
	Assessment

	NYU Women's Health Study
	
	ABOUT TEN YEARS AGO, approximately how many cans or bottles of beer did you usually drink in a week? (# of cans/bottles  per week)

ABOUT TEN YEARS AGO, approximately how many 4-ounce glasses of wine did you usually drink in a week? (# of 4-ounce glasses  per week)

ABOUT TEN YEARS AGO, approximately how many 1-ounce glasses (shots) of liquor, either straight or in a mixed drink, did you usually drink in a week? (# of 1-ounce glasses  per week)

	Cancer Prevention Study–II 

Nutrition Cohort 
	
	Complete the following list to reflect your USUAL eating habits over the past year (at home, in restaurants, and other places):
TYPE OF FOOD:
Beer (MEDIUM SERVING SIZE: 12 ounces)
Wine or wine coolers (MEDIUM SERVING SIZE: 1 glass)
Liquor (MEDIUM SERVING SIZE: 1 shot)

YOUR SERVING SIZE: S, M, L
AVERAGE USE LAST YEAR: Never or less than once per month, 1-3 per month, 1 per week, 2-4 per week, 5-6 per week, 1 per day, 2-3 per day, 4-5 per day, 6+ per day

	Iowa Women’s Health Study 
	
	Please fill in your average use during the past year, of each specified food. 
Beer (1 glass, bottle, can)
Red Wine (4 oz. glass)
White Wine (4 oz. glass)
Liquor, e.g. whiskey, gin, etc. (1 drink or shot)

Never or less than once per month, 1-3 per mo., 1 per week, 2-4 per week, 5-6 per week, 1 per day, 2-3 per day, 4-5 per day, 6+ per day

	Black Women’s Health Study
	
	Did you ever drink alcoholic beverages (beer, wine, wine cooler, or liquor) at least once a week for at least a year?
Yes, I drink currently; Yes, but I no longer drinker; No

In the past year, how many drinks of beer, wine (or wine cooler) and liquor did you drink each week?
Beer (12 oz.)
Wine (4 oz.)
Liquor (1 shot)
Number of drinks per week: Less than 1, 1-3, 4-6, 7-13, 14-20, 21 or more

	Women’s Health Initiative 
	
	During the last three (3) months, how often did you eat these foods? 
Beer (medium serving size = 12 ounce can or bottle)
Wine (medium serving size = 1 medium glass [6 ounces])
Liquor (medium serving size = 1 shot [1 1/2 ounces])

Never or less than once per month, 1-3 per mo., 1 per week, 2-4 per week, 5-6 per week, 1 per day, 2-3 per day, 4-5 per day, 6+ per day
Your serving size: S M L 

	
	
	

	
	
	

	
	
	

	
	
	

	Study
	
	Assessment

	Nurses' Health Study
	
	Please fill in your average use during the past year, of each specified food. 
Beer (1 glass, bottle, can)
Red Wine (4 oz glass)
White Wine (4 oz glass)
Liquor, e.g. whiskey, gin, etc. (1 drink or shot)

Never or less than once per month, 1-3 per mo., 1 per week, 2-4 per week, 5-6 per week, 1 per day, 2-3 per day, 4-5 per day, 6+ per day


Supporting Table S4. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Associations Between Any Alcohol Intake, with Light Drinkers as the Referent, and Hepatocellular Carcinoma and Intrahepatic Cholangiocarcinoma, Liver Cancer Pooling Project.

[image: image1.emf]Type of Alcohol

   Any Alcohol

      Drinks/day

          >0–<0.5 562,675 443 1.00 562,675 154 1.00

          0.5–<1 126,280 73 0.74 (0.58-0.95) 126,280 33 0.99 (0.67-1.54)

          1–<3 171,049 148 0.94 (0.77-1.13) 171,049 50 1.00 (0.72-1.48)

          3–<5 35,851 67 1.37 (1.05-1.79) 35,851 15 1.23 (0.71-2.18)

          5–<7 13,200 28 1.30 (0.88-1.93) 26,886 18 1.67 (1.01-2.86)

          ≥7 13,686 62 2.47 (1.87-3.27) – – –

      p for trend†

†P-value for trend of continuous variable, excluding the referent group.



*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, other), cohort (AARP, AHS,  USRT, 

PLCO, WHS, CPSII, IWHS, BWHS, WHI), BMI (continuous), diabetes (yes/no), cigarette smoking (never, current, former), education (less than HS, 

HS, some college/vocational, college degree, post-college).

Hepatocellular Carcinoma Intrahepatic Cholangiocarcinoma



Supporting Table S5. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Interaction between Alcohol Consumption and Other Risk Factors and Hepatocellular Carcinoma Risk, Liver Cancer Pooling Project.
[image: image2.emf]Non-case N Case N HR Non-case N Case N HR

Sex

     Female 107,763 227 1.00 339,641 485 0.70

(

0.54

,

0.90

)

     Male 226,886 115 1.00 520,363 179 0.74(0.63,0.87)

Body Mass Index, kg/m

2

     <25

129,967 96 1.00 360,509 161 0.56(0.43,0.73)

     25-<30 123,879 132

1.00

331,029 287 0.76(0.62,0.94)

     

≥

30

80,803 114 1.00 168,466 216 0.85

(0.60,1.07)

Diabetes

     No

300,156 238 1.00 814,277 501 0.65(0.55,0.76)

     Yes

34,493 104 1.00 45,727 163 0.99(0.77,1.27)

Smoking

     Never

209,473 136 1.00 370,072 202 0.78(0.62,0.98)

     Former

92,602 142 1.00 380,131 346 0.71

(0.58,0.87)

     Current 43,277 67

1.00

147,895 135

0.68

(0.50,0.91)

Non-case N Case N HR Non-case N Case N HR

Sex

     Female 10,221 7 1.31

(

0.61

,

2.83

)

4,289 6 2.48

(

1.08

,

5.67

)

     Male 25,630 60 1.02(0.77,1.37) 22,597 84 1.45(1.12,1.87)

          P for multiplicative interaction

Body Mass Index, kg/m

2

     <25

13,699 19 1.11(0.68,1.83) 9,109 16 1.09(0.64,1.87)

     25-<30 16,134 22 0.85(0.54,1.34) 12,466 45 1.60(1.13,2.25)

     

≥

30 6,018 26

1.32(1.13,2.25)

5,311 29 1.64

(1.08,2.49)

          P for multiplicative interaction

Diabetes

     No

34,138 56 1.09(0.81,1.47) 25,383 62 1.33(1.00,1.78)

     Yes

1,713 11 0.75

(0.39,1.43)

1,503 28 1.87

(1.21,2.89)

          P for multiplicative interaction

Smoking

     Never

7,505 9 1.26(0.64,2.49) 4,328 13 1.98(1.11,3.52)

     Former

19,985 48 1.07

(0.75,1.51)

14,497 52 1.52

(1.10,2.10)

     Current

9,853 14

0.82

(0.50,0.91) 8,531 26

1.16

(0.74,1.84)

          P for multiplicative interaction

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, 

other), cohort (AARP, AHS, USRT, BCDDP, PLCO, WHS, PHS, HPFS, CPSII, NYU, IWHS, BWHS, WHI, NHS), 

BMI (continuous), cigarette smoking (never, former, current), smoking intensity (cigarettes/day), education 

(some high school or less, high school degree/GED,  some college/vocational, college degree, post-college), 

and history of diabetes.

Hepatocellular Carcinoma

Non-Drinker >0-<3 Drinks/Day

95% CI 95% CI

referent

referent

referent

referent

referent

referent

referent

referent

referent

referent

0.01

0.8

3-<5 Drinks/Day ≥5 Drinks/Day

95% CI 95% CI

0.6

0.2


Supporting Table S6. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Interaction between Cigarette Smoking and Other Risk Factors and  Hepatocellular Carcinoma Risk, Liver Cancer Pooling Project.
[image: image3.emf]Non-case N Case N HR Non-case N Case N HR Non-case N Case N HR

Sex

     Female 184,067 209 1.00 234,566 475 0.96(0.73,1.27) 76,998 172 1.63(1.20,2.22)

     Male 407,311 151 1.00 225,394 88 1.13(0.92,1.39) 129,054 68 1.70(1.34,2.14)

          P for multiplicative interaction

Body Mass Index, kg/m

2

     <25 254,282 100 1.00 162,342 115 1.17(0.88,1.56) 96,990 77 1.85(1.35,2.54)

     25-<30 217,014 145 1.00 192,728 239 1.06(0.83,1.34) 73,766 102 1.60(1.08,2.36)

     

≥

30 120,082 115 1.00 104,890 209 1.06(0.71,1.58) 35,626 61 1.41(1.01,1.96)

          P for multiplicative interaction

Diabetes

     No 558,297 270 1.00 422,388 399 1.14(0.94,1.38) 193,269 188 1.78(1.44,2.21)

     Yes 33,081 90 1.00 37,572 164 0.89(0.67,1.18) 12,783 52 1.27(0.89,1.82)

          P for multiplicative interaction

Alcohol Consumption

     Non-Drinker 209,473 136 1.00 82,640 140 1.14(0.88,1.49) 42,536 66 1.89(1.38,2.59)

     >0-<3 Drinks/day 370,072 202 1.00 344,554 328 1.05(0.85,1.29) 145,378 134 1.60(0.73,3.50)

     3-5 Drinks/day 7,505 9 1.00 18,674 44

0.88

(0.47,1.65) 9,672 14

1.64

(1.29,2.09)

     >5 Drinks/day 4,328 13 1.00 14,092 51

0.75

(0.30,1.83) 8,466 26

1.12

(0.57,2.21)

          P for multiplicative interaction

Hepatocellular Carcinoma

Non-Smoker Former Smoker Current Smoker

95% CI 95% CI 95% CI

referent

referent

0.6

referent

referent

referent

0.8

referent

referent

0.2

referent

referent

referent

referent

0.8

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, other), cohort (AARP, AHS, USRT, BCDDP, PLCO, WHS, 

PHS, HPFS, CPSII, NYU, IWHS, BWHS, WHI, NHS), BMI (continuous), smoking intensity (cigarettes/day), alcohol (non-drinker, and>0-<0.5, 0.5-<1, 1-<3, 3-<5, 5-<7, ≥7 

drinks/day), education (some high school or less, high school degree/GED,  some college/vocational, college degree, post-college), and history of diabetes.



Supporting Table S7. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Interaction between Alcohol Consumption and Other Risk Factors and Intrahepatic Cholangiocarcinoma Risk, Liver Cancer Pooling Project.
[image: image4.emf]Non-case N Case N HR Non-case N Case N HR

Sex

     Female 107,763 43 1.00 339,641 119 1.29

(

0.87

,

1.92

)

     Male 226,886 36 1.00 520,363 118 0.87(0.61, 1.24)

Body Mass Index, kg/m

2

     <25

129,967 25 1.00 360,509 74 0.93(0.59,1.48 )

     25-<30 123,879 25

1.00

331,029 107 1.38(0.89,2.15 )

     

≥

30

80,803 29 1.00 168,466 56 0.82

(0.52,1.29 )

Diabetes

     No

300,156 67 1.00 814,277 205 0.94(0.70,1.25 )

     Yes

34,493 12 1.00 45,727 32 1.80(0.92,3.50 )

Smoking

     Never

209,473 41 1.00 370,072 80 0.98(0.67,1.45 )

     Former

92,602 34 1.00 380,131 122 1.08

(0.71,1.65 )

     Current 43,277 11

1.00

147,895 39

1.16

(0.58,2.34 )

Non-case N Case N HR Non-case N Case N HR

Sex

     Female 10,221 12 1.62

(

0.49

,

5.31

)

4,289 15 3.37

(

1.02

,

11.09

)

     Male 25,630 3 1.05(0.55,2.00) 22,597 3 1.35(0.75, 2.45)

          P for multiplicative interaction

Body Mass Index, kg/m

2

     <25

13,699 2 0.51(0.12,2.16) 9,109 5 1.56(0.59,4.13 )

     25-<30 16,134 9 1.92(0.89,4.15) 12,466 7 1.70(0.73,3.98 )

     

≥

30 6,018 4

1.28(0.45,3.68)

5,311 6 1.96

(0.80,4.78 )

          P for multiplicative interaction

Diabetes

     No

34,138 14 1.18(0.66,2.13) 25,383 17 1.65(0.95,2.86 )

     Yes

1,713 1 1.28

(0.17,9.87)

1,503 1 1.28

(0.17,9.86 )

          P for multiplicative interaction

Smoking

     Never

7,505 1 0.53(0.07,3.85) 4,328 2 1.44(0.35,6.00 )

     Former

19,985 9 1.13

(0.51,2.50)

14,497 12 1.96

(0.99,3.88 )

     Current

9,853 6

2.22

(0.80,6.13) 8,531 4

1.47

(0.46,4.71 )

          P for multiplicative interaction

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, 

other), cohort (AARP, AHS, USRT, BCDDP, PLCO, WHS, PHS, HPFS, CPSII, NYU, IWHS, BWHS, WHI, NHS), BMI 

(continuous), cigarette smoking (never, former, current), smoking intensity (cigarettes/day), education (some 

high school or less, high school degree/GED,  some college/vocational, college degree, post-college), and 

history of diabetes.

95% CI 95% CI

0.4

0.4

0.3

0.8

referent

referent

referent

referent

3-<5 Drinks/Day ≥5 Drinks/Day

referent

referent

referent

referent

referent

referent

Intrahepatic Cholangiocarcinoma

Non-Drinker >0-<3 Drinks/Day

95% CI 95% CI


Supporting Table S8. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Interaction between Cigarette Smoking and Other Risk Factors and Intrahepatic Cholangiocarcinoma Risk, Liver Cancer Pooling Project.
[image: image5.emf]Non-case N Case N HR Non-case N Case N HR Non-case N Case N HR

Sex

     Female 184,067 52 1.00 234,566 103 1.19(0.81, 1.73) 76,998 34 1.03(0.63, 1.70)

     Male 407,311 72 1.00 225,394 64 0.89(0.59, 1.35) 129,054 24 1.19(0.73, 1.95)

          P for multiplicative interaction

Body Mass Index, kg/m

2

     <25 254,282 45 1.00 162,342 42 0.93(0.59,1.47 ) 96,990 19 0.96(0.55,1.70 )

     25-<30 217,014 48 1.00 192,728 72 1.03(0.67,1.57 ) 73,766 28 1.24(0.59,2.60 )

     

≥

30 120,082 31 1.00 104,890 53 1.38(0.66,2.90 ) 35,626 11 1.01(0.49,2.08 )

          P for multiplicative interaction

Diabetes

     No 558,297 109 1.00 422,388 142 1.04(0.75, 1.44) 193,269 52 1.19(0.81, 1.74)

     Yes 33,081 15 1.00 37,572 25 0.94(0.48,1.87 ) 12,783 6 0.91(0.34,2.39 )

          P for multiplicative interaction

Alcohol Consumption

     Non-Drinker 209,473 41 1.00 82,640 28 0.94(0.55,1.60 ) 42,536 10 0.99(0.48,2.03 )

     >0-<3 Drinks/day 370,072 80 1.00 344,554 119 1.04(0.74,1.47 ) 145,378 38 2.18(0.24,19.95)

     3-5 Drinks/day 7,505 1 1.00 18,674 8

1.31

(0.29,6.00 ) 9,672 6

1.16

(0.76,1.78 )

     >5 Drinks/day 4,328 2 1.00 14,092 12

4.04

(0.43,38.28) 8,466 4

1.03

(0.18,5.70 )

          P for multiplicative interaction

referent

referent

0.8

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, other), cohort (AARP, AHS, USRT, BCDDP, PLCO, WHS, PHS, 

HPFS, CPSII, NYU, IWHS, BWHS, WHI, NHS), BMI (continuous), smoking intensity (cigarettes/day), alcohol (non-drinker, and>0-<0.5, 0.5-<1, 1-<3, 3-<5, 5-<7, ≥7 drinks/day), 

education (some high school or less, high school degree/GED,  some college/vocational, college degree, post-college), and history of diabetes.

0.6

referent

referent

0.9

referent

referent

referent

referent

0.3

referent

referent

referent

Intrahepatic Cholangiocarcinoma

Non-Smoker Former Smoker Current Smoker

95% CI 95% CI 95% CI

 

Supporting Table S9. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Associations Between Cigarette Smoking and Hepatocellular Carcinoma and Intrahepatic Cholangiocarcinoma Incidence, 5-year Lag-Analysis, Liver Cancer Pooling Project.

[image: image6.emf]Cigarette Smoking

   Smoking Status Non-case N Case N HR Case N HR

      Never Smoker 568,510 284 1.00 94 1.00

      Former Smoker 477,213 444 1.19 (1.01-1.39) 129 1.38 (1.04-1.82)

      Current Smoker 192,347 191 1.82 (1.51-2.21) 47 1.52 (1.06-2.19)

   Smoking Cessation, years

      Never Smoker 550,723 284 94

      >2-10 105,784 90 1.33 (1.04-1.71) 33 1.72 (1.14-2.61)

      >10-20 239,548 298 1.18 (0.98-1.42) 72 1.23 (0.88-1.73)

      >20-30 56,265 28 1.10 (0.73-1.65) 7 1.06 (0.48-2.38)

      >30 43,906 19 0.87 (0.54-1.41) 12 2.11 (1.10-4.04)

      p for trend†

   Smoking Intensity (No./day)

      Never Smoker 568,513 284 1.00 94 1.00

      ≤10 206,998 131 1.13 (0.91-1.40) 38 1.09 (0.74-1.60)

      >10-15 113,355 148 1.33 (1.08-1.65) 38 1.46 (0.97-2.18)

      >15-25 162,245 158 1.46 (1.19-1.79) 35 1.26 (0.84-1.88)

      >25 137,738 175 1.45 (1.19-1.78) 55 1.93 (1.35-2.75)

      p for trend†

   Duration of Smoking, years

      Never Smoker 362,269 105 1.00 39 1.00

      ≤12 88,481 23 0.93 (0.59-1.47) 13 1.72 (0.90-3.26)

      >12-22 82,140 38 1.36 (0.92-2.00) 10 1.30 (0.64-2.65)

      >22-34 83,695 40 1.21 (0.83-1.76) 10 1.13 (0.55-2.30)

      >34 79,622 48 1.38 (0.97-1.98) 19 1.94 (1.10-3.44)

      p for trend†

   Pack-years

      Never Smoker 382,738 109 1.00 42 1.00

      ≤7 96,500 28 1.07 (0.70-1.64) 11 1.21 (0.61-2.38)

      >7-17 75,063 23 0.97 (0.61-1.53) 13 1.79 (0.94-3.38)

      >17-34 84,903 56 1.77 (1.26-2.47) 16 1.76 (0.97-3.19)

      >34 83,417 55 1.37 (0.97-1.94) 19 1.92 (1.08-3.39)

      p for trend†

†P-value for trend of continuous variable, excluding the referent group.

0.3

Hepatocellular Carcinoma Intrahepatic Cholangiocarcinoma

0.08 0.5

0.7 0.07

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, other), cohort 

(AARP, AHS, USRT, BCDDP, PLCO, WHS, PHS, HPFS, CPSII, NYU, IWHS, BWHS, WHI, NHS), BMI (continuous), diabetes (yes/no), 

alcohol (non-drinker, and>0-<0.5, 0.5-<1, 1-<3, 3-<5, 5-<7, ≥7 drinks/day), education (less than HS, HS, some college/vocational, 

college degree, post-college), and history of diabetes.

95% CI 95% CI

0.005 1.0

0.07

 

Supporting Table S10. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Associations Between Alcohol Intake and Hepatocellular Carcinoma and Intrahepatic Cholangiocarcinoma Incidence, 5-year Lag-Analysis, Liver Cancer Pooling Project.

[image: image7.emf]Type of Alcohol

   Any Alcohol Non-case N Case N HR Non-case N Case N HR

      Non-Drinker 314,140 250 1.00 314,140 1,188,849 1.00

      Drinks/day

          >0–<0.5 534,456 345 0.81 (0.69-0.96) 534,456 1,189,109 0.87 (0.63-1.20)

          0.5–<1 120,351 62 0.66 (0.50-0.88) 120,351 314,140 1.00 (0.63-1.59)

          1–<3 162,053 122 0.79 (0.63-0.99) 162,053 816,860 1.04 (0.69-1.58)

          3–<5 33,361 47 0.88 (0.63-1.22) 33,361 33,361 1.02 (0.52-2.03)

          5–<7 12,143 23 0.95 (0.62-1.48) 24,488 24,488 1.61 (0.89-2.93)

          ≥7 12,345 47 1.49 (1.07-2.06) – – –

      p for trend†

   Beer

      Non-Drinker 504,880 349 1.00 504,880 112 1.00

      Drinks/day

          >0–<0.5 412,052 358 0.92 (0.78-1.07) 412,052 92 0.84 (0.62-1.13)

          0.5–<1 32,952 33 1.10 (0.76-1.58) 32,952 8 0.94 (0.45-1.96)

          1–<3 36,443 44 0.93 (0.68-1.29) 36,443 8 0.73 (0.35-1.52)

          3–<5 11,228 23 0.85 (0.54-1.36) 19,002 10 1.68 (0.86-3.31)

          ≥5 7,774 27 1.21 (0.80-1.82) – – –

      p for trend†

   Liquor

      Non-Drinker 492,921 404 1.00 492,921 104 1.00

      Drinks/day

          >0–<0.5 401,697 290 0.83 (0.71-0.97) 401,697 93 1.01 (0.75-1.35)

          0.5–<1 33,129 21 0.70 (0.45-1.09) 33,129 11 1.09 (0.57-2.07)

          1–<3 55,914 70 1.17 (0.90-1.52) 55,914 14 0.95 (0.54-1.69)

          3–<5 13,360 22 1.16 (0.75-1.80) 22,356 8 0.94 (0.45-1.95)

          ≥5 8,996 27 0.97 (0.65-1.45) – – –

      p for trend†

   Wine

      Non-Drinker 424,376 419 1.00 424,376 100 1.00

      Drinks/day

          >0–<0.5 455,223 321 0.77 (0.66-0.90) 455,223 91 0.80 (0.60-1.07)

          0.5–<1 65,562 40 0.75 (0.54-1.05) 65,562 19 1.41 (0.85-2.33)

          1–<2 40,387 30 0.82 (0.56-1.20) 40,387 12 1.12 (0.60-2.06)

          ≥2 17,441 24 1.34 (0.88-2.04) 17,441 8 1.78 (0.86-3.70)

      p for trend†

‡

P-value for trend of continuous variable, excluding the referent group.

95% CI 95% CI

Hepatocellular Carcinoma Intrahepatic Cholangiocarcinoma



0.2 0.4

0.1 0.6

<0.0001 0.01

0.01 0.6

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, other), cohort (AARP, AHS,  USRT, 

PLCO, WHS, CPSII, IWHS, BWHS, WHI), BMI (continuous), diabetes (yes/no), cigarette smoking (never, current, former), education (less than HS, 

HS, some college/vocational, college degree, post-college).

†

Highest category considered for ICC. This cooresponds to 

≥

3 drinks/day for beer and liquor, 

≥

1 drink/day for wine, and 

≥

5 drinks/day for any 

alcohol.


Supporting Table S11. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Associations Between Smoking and Alcohol Intake and Hepatocellular Carcinoma and Intrahepatic Cholangiocarcinoma Incidence by Follow-Up Time, Liver Cancer Pooling Project. 
[image: image8.emf] Alcohol Consumption Non-case N Case N HR HR HR HR HR

   Non-Drinker 334,649 342 1.00 1.00 1.00 1.00 1.00

   Drinks/day

          >0-<3 860,004 664 0.73 (0.64-0.84) 0.59 (0.44-0.81) 0.55 (0.40-0.75 ) 0.75 (0.54-1.02) 0.93 (0.75-1.15)

          3-5 35,851 67 1.05 (0.80-1.37) 1.59 (0.93-2.71) 0.60 (0.29-1.26 ) 0.96 (0.49-1.90) 0.92 (0.60-1.40)

          >5 26,886 90 1.48 (1.16-1.89) 1.62 (0.93-2.81) 0.96 (0.51-1.80 ) 1.84 (1.06-3.17) 0.95 (0.66-1.38)

1.04 (1.03-1.05) 1.06 (1.04-1.08) 1.04 (1.00-1.07 ) 1.04 (1.01-1.07) 1.00 (0.98-1.02)

          p for trend†

Smoking

   Never Smoker 591,381 360 1.00 1.00 1.00 1.00 1.00

         Ever Smoker 716,768 830 1.38 (1.21-1.57) 1.33 (0.98-1.80) 1.69 (1.23-2.33 ) 1.71 (1.24-2.35) 1.15 (0.95-1.39)

   Duration, years

          Never smoker 373,171 133 1.00 1.00 1.00 1.00 1.00

          ≤12 91,080 32 1.03 (0.70-1.53) 1.30 (0.56-3.06) 0.86 (0.33-2.28 ) 1.95 (0.83-4.59) 0.75 (0.40-1.41)

          >12-22 84,642 50 1.46 (1.04-2.04) 1.60 (0.73-3.50) 2.11 (1.05-4.23 ) 1.34 (0.52-3.47) 1.20 (0.73-1.98)

          >22-34 86,851 53 1.32 (0.95-1.84) 1.74 (0.83-3.63) 0.86 (0.35-2.14 ) 1.70 (0.74-3.93) 1.21 (0.76-1.93)

          >34 85,951 67 1.50 (1.10-2.03) 2.03 (1.06-3.91) 0.95 (0.44-2.09 ) 2.78 (1.38-5.62) 1.16 (0.71-1.88)

1.01 (1.00-1.02) 1.02 (0.99-1.04) 1.00 (0.98-1.03 ) 1.02 (1.00-1.05) 1.01 (0.99-1.03)

          p for trend†

 Alcohol Consumption Non-case N Case N HR HR HR HR HR

   Non-Drinker 334,649 79 1.00 1.00 1.00 1.00 1.00

   Drinks/day

          >0-<3 860,004 239 1.04 (0.80-1.37) 1.70 (0.85-3.38) 0.71 (0.41-1.24 ) 0.89 (0.49-1.61) 1.05 (0.63-1.77)

          3-5 35,851 15 1.24 (0.70-2.19) 2.42 (0.74-7.94) 0.54 (0.12-2.34 ) 0.83 (0.19-3.69) 2.08 (0.96-4.54)

          >5 26,886 18 1.69 (0.99-2.87) 2.04 (0.54-7.63) 0.92 (0.26-3.21 ) 2.51 (0.87-7.19) 7.38 (3.80-14.3)

1.01 (0.97-1.05) 1.03 (0.97-1.10) 0.96 (0.82-1.11 ) 1.03 (0.95-1.11) 1.07 (1.02-1.12)

          p for trend†

Smoking

   Never Smoker 591,381 124 1.00 1.00 1.00 1.00 1.00

         Ever Smoker 716,768 237 1.35 (1.07-1.70) 1.26 (0.74-2.13) 1.86 (1.09-3.17 ) 0.96 (0.58-1.60) 1.62 (1.13-2.32)

   Duration, years

          Never smoker 373,171 54 1.00 1.00 1.00 1.00 1.00

          ≤12 91,080 16 1.42 (0.80-2.51) 0.65 (0.14-2.95) 1.56 (0.41-5.88 ) 0.00 (0.00-0.00) 3.10 (1.41-6.80)

          >12-22 84,642 14 1.24 (0.68-2.27) 1.00 (0.27-3.65) 1.08 (0.23-5.13 ) 1.22 (0.35-4.32) 1.63 (0.62-4.26)

          >22-34 86,851 15 1.18 (0.66-2.12) 0.91 (0.25-3.33) 1.94 (0.58-6.54 ) 0.00 (0.00-0.00) 1.94 (0.81-4.64)

          >34 85,951 30 2.01 (1.26-3.20) 1.72 (0.67-4.40) 3.35 (1.27-8.86 ) 1.27 (0.45-3.55) 2.09 (0.87-5.01)

1.01 (0.99-1.03) 1.01 (0.98-1.05) 1.03 (1.00-1.07 ) 1.03 (0.97-1.08) 0.99 (0.96-1.02)

          p for trend†

†P-value for trend of continuous variable, excluding the referent group.

Hepatocellular Carcinoma

Overall 0-4.0 years 4.1-7.0 years 7.1-9.6 years ≥9.7 years

95% CI 95% CI 95% CI 95% CI 95% CI

   Continuous, drinks/week

<0.0001 <0.0001 0.04 0.01 1.0

   Continuous, years

0.03 0.2 1.0 0.09 0.2

Intrahepatic Cholangiocarcinoma

Overall 0-3.6 years 3.7-6.8 years 6.9-9.6 years ≥9.7 years

95% CI 95% CI 95% CI 95% CI 95% CI

   Continuous, drinks/week

0.5 0.3 0.6 0.5 0.01

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American Indian/Alaskan Native, other), cohort (AARP, AHS, USRT, BCDDP, PLCO, WHS, PHS, HPFS, CPSII, NYU, IWHS, BWHS, 

WHI, NHS), BMI (continuous), cigarette smoking (never, former, current) and smoking intensity (cigarettes/day) or alcohol (non-drinker, and>0-<0.5, 0.5-<1, 1-<3, 3-<5, 5-<7, ≥7 drinks/day), education (some high 

school or less, high school degree/GED,  some college/vocational, college degree, post-college), and history of diabetes.

   Continuous, years

0.2 0.4 0.08 0.3 0.6



Supporting Table S12. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Associations Between Cigarette Smoking and Confirmed or Suspected Hepatocellular Carcinoma, Liver Cancer Pooling Project.

[image: image9.emf]Cigarette Smoking

   Smoking Status Non-case N Case N HR

      Never Smoker 591,378 591 1.00

      Former Smoker 507,215 929 1.24 (1.11-1.38)

      Current Smoker 209,556 409 1.75 (1.54-2.00)

   Smoking Cessation, years

      Never Smoker 573,113 589 1.00

      >2-10 112,879 208 1.44 (1.22-1.70)

      >10-20 257,299 621 1.16 (1.02-1.32)

      >20-30 58,229 48 1.25 (0.91-1.70)

      >30 46,028 36 1.08 (0.76-1.54)

      p for trend†

   Smoking Intensity (No./day)

      Never Smoker 591,381 591 1.00

      ≤10 218,375 281 1.20 (1.04-1.39)

      >10-15 123,753 325 1.35 (1.17-1.56)

      >15-25 173,570 297 1.35 (1.17-1.56)

      >25 150,311 371 1.53 (1.33-1.76)

      p for trend†

   Duration of Smoking, years

      Never Smoker 373,171 175 1.00

      ≤12 91,080 50 1.24 (0.90-1.71)

      >12-22 84,642 66 1.53 (1.14-2.05)

      >22-34 86,851 75 1.46 (1.10-1.93)

      >34 85,951 88 1.66 (1.27-2.17)

      p for trend†

   Pack-years

      Never Smoker 394,092 199 1.00

      ≤7 99,635 51 1.14 (0.83-1.55)

      >7-17 77,516 67 1.58 (1.19-2.09)

      >17-34 88,416 108 1.94 (1.52-2.48)

      >34 89,506 102 1.55 (1.20-2.00)

      p for trend†

†P-value for trend of continuous variable, excluding the referent group.

Suspected HCC

95% CI

0.001

0.02

0.01

0.4

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, American 

Indian/Alaskan Native, other), cohort (AARP, AHS, USRT, BCDDP, PLCO, WHS, PHS, 

HPFS, CPSII, NYU, IWHS, BWHS, WHI, NHS), BMI (continuous), alcohol (non-drinker, 

and>0-<0.5, 0.5-<1, 1-<3, 3-<5, 5-<7, ≥7 drinks/day), education (less than HS, HS, some 

college/vocational, college degree, post-college), and history of diabetes.

 

Supporting Table S13. Adjusted* Hazard Ratios (HR) and 95% Confidence Intervals (CI) for Associations Between Alcohol Intake and Confirmed or Suspected Hepatocellular Carcinoma, Liver Cancer Pooling Project.

[image: image10.emf]Type of Alcohol

   Any Alcohol Non-case N Case N HR

      Non-Drinker 334,649 551 1.00

      Drinks/day

          >0–<0.5 562,675 703 0.80 (0.71-0.89)

          0.5–<1 126,280 144 0.70 (0.58-0.84)

          1–<3 171,049 234 0.71 (0.61-0.84)

          3–<5 35,851 107 1.05 (0.84-1.30)

          5–<7

13,200 46 1.00 (0.73-1.35)

          ≥7 13,686 80 1.45 (1.14-1.84)

      p for trend†

   Beer

      Non-Drinker 535,947 800 1.00

      Drinks/day

          >0–<0.5 435,229 721 0.84 (0.75-0.94)

          0.5–<1 34,929 67 1.02 (0.79-1.31)

          1–<3 38,887 88 0.89 (0.71-1.11)

          3–<5

12,172 47 1.10 (0.81-1.49)

          ≥5 8,629 51 1.50 (1.12-2.00)

      p for trend†

   Liquor

      Non-Drinker 524,853 879 1.00

      Drinks/day

          >0–<0.5 422,325 618 0.82 (0.74-0.91)

          0.5–<1 35,099 53 0.80 (0.60-1.06)

          1–<3 59,608 124 0.99 (0.82-1.20)

          3–<5

14,622 52 1.09 (0.82-1.45)

          ≥5 9,987 48 1.02 (0.76-1.37)

      p for trend†

   Wine

      Non-Drinker 454,866 893 1.00

      Drinks/day

          >0–<0.5 478,686 686 0.77 (0.70-0.86)

          0.5–<1 68,874 98 0.82 (0.66-1.02)

          1–<2

42,471 52 0.64 (0.48-0.85)

          ≥2 18,453 43 1.24 (0.91-1.69)

      p for trend†

†P-value for trend of continuous variable, excluding the referent group.

Suspected HCC

95% CI

0.0005

0.009

<0.0001

<0.0001

*Adjusted for: sex, age (continuous), race (white, black, Asian/Pacific Islander, 

American Indian/Alaskan Native, other), cohort (AARP, AHS,  USRT, PLCO, WHS, 

CPSII, IWHS, BWHS, WHI), BMI (continuous), diabetes (yes/no), cigarette smoking 

(never, current, former), education (less than HS, HS, some college/vocational, college 

degree, post-college).
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