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ABSTRACT
Background: The preferred macronutrient dietary composition, and the health consequences of dietary fat reduction
specifically, have been debated for decades. Here we provide a comprehensive overview of long-term health outcomes
in the Women’s Health Initiative Dietary Modification (DM) trial.
Objective: The DM trial aimed to examine whether a low-fat dietary pattern would reduce the risk of invasive breast
cancer, colorectal cancer, and, secondarily, coronary heart disease (CHD), with various other health outcomes also
considered.
Methods: The DM trial is a randomized controlled trial conducted at 40 centers in the US, among 48,835
postmenopausal women aged 50–79 y with baseline intake of ≥32% energy from fat. Participants were randomly
assigned to a low-fat dietary pattern intervention group or to a usual-diet comparison group, during 1993–1998.
Intervention goals were to reduce fat intake from ∼35% to 20% of total energy, in conjunction with increasing vegetables
and fruit to 5 servings/d and grains to 6 servings/d.
Results: Over an 8.5-y (median) intervention period, intervention and comparison group differences included lower fat
by 8–10%, and higher carbohydrate by 8–10%, of total energy, in conjunction with higher consumption of vegetables,
fruit, and grains. Time-to-outcome analyses did not show significant differences between intervention and comparison
groups for invasive breast cancer, colorectal cancer, or CHD, either over the intervention period or over longer-term
cumulative follow-up. Additional analyses showed significant intervention group benefits related to breast cancer, CHD,
and diabetes, without adverse effects. Over a 19.6-y (median) follow-up period, HRs (95% CIs) were 0.84 (0.74, 0.96) for
breast cancer followed by death, and 0.87 (0.77, 0.98) for diabetes requiring insulin.
Conclusions: Reduction in dietary fat with corresponding increase in vegetables, fruit, and grains led to benefits related
to breast cancer, CHD, and diabetes, without adverse effects, among healthy postmenopausal US women.
This trial was registered at clinicaltrials.gov as NCT00000611. J Nutr 2019;149:1565–1574.

Keywords: cancer, carbohydrate, cardiovascular disease, diabetes, health benefits and risks, low-fat dietary
pattern, nutritional behavioral intervention, randomized controlled trial

Introduction
The Women’s Health Initiative (WHI) dietary modification
(DM) trial was substantially motivated by rodent feeding
experiments showing benefits of a low-fat diet for reduction
in mammary and colorectal tumors, and by concerns about

the reliability of related human observational studies that
rely on self-reported diet. The DM trial enrolled 48,835
postmenopausal US women during 1993–1998. Forty percent
of participants were randomly assigned to a low-fat dietary
pattern intervention that included goals of augmenting intake
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Methods
Ethics

Cancer Research Center Institutional Review Board, Seattle, WA, where
the Clinical Coordinating Center is located, and by the Institutional
Review Boards at each of the 40 participating clinical centers.
Participating women provided written informed consent for their DM
trial participation over the trial intervention phase (ended 31 March,
2005) and had the opportunity to reconsent for nonintervention followup through 30 September, 2010, and again for open-ended subsequent
follow-up.

Trial design
Details of the DM trial design, procedures, and implementation have
been published (1, 4, 9). Briefly, 48,835 postmenopausal women aged
50–79 y with no prior history of breast or colorectal cancer, and with
dietary fat intake estimated using an FFQ to be ≥32% of total energy
intake, were recruited during 1993–1998 at 40 US clinical centers. Forty
percent of participants were randomly assigned to a low-fat dietary
pattern intervention, whereas the remaining 60% were assigned to
a usual-diet comparison group. Intervention group goals included a
reduction in fat from ∼35% of energy at baseline, to 20% of energy, in
conjunction with increases in vegetables and fruit to 5 servings/d, and
grains to 6 servings/d. Energy restriction, weight loss, or unsaturated fat
substitution for saturated fat were not intervention goals. Comparison
group participants received written health-related materials only.
A first intervention year included 18 dietary behavioral sessions in
groups of size 8–15 and 1 individual session, led by centrally trained and
certified nutritionists. Quarterly group sessions continued throughout
the intervention period, which reached its planned completion on 31
March, 2005, after a median 8.5 y. Dietary intake was monitored
by obtaining FFQs at baseline, 1 y, and approximately every 3 y
thereafter throughout the intervention period, and by blood specimen
analyses for certain nutritional variables in a random 5.8% subsample
of participants (1). Four-day food records were also obtained at baseline
from all participants and were analyzed routinely for nutrient content
in this same 5.8% subsample.
Intervention and comparison group dietary differences included
lower fat by 8–10% of total energy with similar fractional reductions for
saturated and unsaturated fat; and higher carbohydrate by 8–10% of
energy, with increases in vegetables, fruit, and grains. The intervention
group had a significant 2.2-kg lower weight than did the comparison
group at 1 y postrandomization, although some of this difference
dissipated later in the intervention period (10). The dietary differences
were somewhat larger at 1 y than later in the intervention period
(3, 10), dropping to ∼8% of energy for both fat and carbohydrate
toward the end of the intervention period, and were relatively small
postintervention (11).
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Cancer outcomes were coded centrally using the US National Cancer
Institute’s SEER system throughout the intervention and postintervention phases, whereas CVD outcomes were centrally adjudicated by
expert committee only through 30 September, 2010. Cancer incidence
and all mortality data, with periodic NDI matching, are included here
through 30 September, 2016, the most recent time for which NDI data
are complete. In addition to the primary trial outcomes, results are
presented for total invasive cancer incidence and for a set of cancer
sites that were recently designated as obesity-related (12). CHD was
defined as nonfatal myocardial infarction plus CHD death. Total stroke
was defined as ischemic plus hemorrhagic stroke. Total CVD was
defined as CHD plus coronary artery bypass graft or percutaneous
coronary intervention, plus total stroke. Diabetes was not a protocoldesignated outcome, but treated diabetes information was documented
semiannually during the intervention phase and annually during the
extended follow-up, and these self-reported data were found to be
consistent with medication inventories (13). The median cumulative
follow-up duration is 13.4 y for adjudicated CVD outcomes and 19.6 y
for other outcomes.
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of vegetables, fruits, and grains, whereas the remaining 60%
were assigned to a usual-diet comparison group. After a median
8.5 y of intervention through 31 March, 2005, intervention
and comparison contrasts between randomized groups included
HRs (95% CI) of 0.91 (0.83, 1.01) for invasive breast cancer (1)
and 1.08 (0.90, 1.29) for colorectal cancer (2), the dual primary
trial outcomes—and 0.97 (0.88, 1.08) for coronary heart
disease (CHD) (3), the designated secondary trial outcome. The
breast cancer HR differed (P = 0.04) by tumor receptor status,
with an HR (95% CI) of 0.64 (0.49, 0.84) for estrogen receptor
positive, progesterone receptor negative tumor incidence (1).
Also, a global index, defined as the time to the earliest of these
outcomes and death from any other cause, was used in trial
monitoring (4), as was total mortality, with respective HRs
(95% CIs) of 0.96 (0.91, 1.02) and 0.98 (0.91, 1.07) during
the intervention period (1).
Eighty-three percent of participants in each group consented
to additional nonintervention follow-up through 30 September,
2010, and 86% of participants subsequently consented to a
further open-ended follow-up. All randomly assigned women
were followed for mortality, in part through periodic matches
to the National Death Index (NDI).
Analyses over the intervention period and the cumulative
follow-up identified nominally significant intervention benefits
related to breast cancer (5, 6), CHD (7), and diabetes (8). Here
we update trial results for these and other important clinical
outcomes, over the longest follow-up period for which complete
outcome data are available, which for most outcomes entails a
median follow-up period of 19.6 y.
The CHD analyses (7) provided evidence of postrandomization confounding by statin use among participants with prior
cardiovascular disease (CVD) or hypertension at enrollment.
Accordingly, we also present analyses, for all clinical outcomes
considered, that stratify on baseline hypertension status among
participants without prior CVD. For completeness, additional
exploratory analyses are provided that give results for each
outcome stratified by BMI, and by waist circumference, at
enrollment.

Statistics
Intervention and comparison group disease rate contrasts either include
all 48,835 randomly assigned women, or a “baseline healthy” cohort of
47,179 participants who were without a history of CVD at enrollment.
Prior history of invasive breast cancer or colorectal cancer were trial
exclusionary criteria, as was any cancer except nonmelanoma skin
cancer within the previous 10 y. All contrasts use intention-to-treat and
time-to-event methods.
HRs contrasting the intervention and comparison groups are
estimated using Cox regression with baseline rates stratified on age
group, race/ethnicity, hysterectomy status, prior history of the outcome
under analysis (if applicable), randomization status in the WHI hormone therapy trials (estrogen-alone, estrogen-alone placebo, estrogen
plus progestin, estrogen plus progestin placebo, not randomized),
and study phase (intervention and postintervention; time-dependent).
For a specified clinical outcome the time to response is days from
randomization to first relevant clinical event, whereas times for noncases
were censored at the earliest of end of the study phase, loss to followup, or death. Cumulative results represent overall findings over the total
aforementioned follow-up periods.
Monitored outcomes include the invasive breast cancer and
colorectal primary outcomes, the secondary CHD outcome, a global
index defined as the earliest of these outcomes or death from any
other cause, and total mortality. Analyses for other outcomes can be
considered as secondary.

All statistical tests are 2-sided and nominal P values ≤ 0.05 are
regarded as significant. P values do not adjust for multiple outcomes,
nor for sequential monitoring during the intervention phase. All
statistical analyses were conducted using SAS software version 9.3 (SAS
Institute Inc.) and R software version 2.15 (R Foundation for Statistical
Computing).

Results
Figure 1 shows the number of participants by randomization
group in the intervention and postintervention study phases.
As shown in Table 1, baseline characteristics including demographic, medical history, and prerandomization diets were
generally well-balanced between randomization groups. Table
2 shows dietary contrasts between the intervention and
comparison groups at 1 y after randomization based on FFQ
data. Fat intake was assessed as lower in the intervention group
by ∼11% of total energy, with similar fractional reductions
for saturated and unsaturated fat, whereas percentage of
energy from carbohydrate was estimated to be higher among
intervention women by ∼10%, and percentage of energy from
protein by ∼1%. Servings of vegetables and fruit were higher
Low-fat dietary pattern and health outcomes
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FIGURE 1 Participant flow diagram for the WHI trial of a low-fat dietary pattern through extended follow-up. Participants were randomly
assigned to a low-fat dietary pattern intervention or usual-diet comparison group. All participants were postmenopausal and in the age range
50–79 y when enrolled during 1993–1998 at 40 US clinical centers. DM, dietary modification; NDI, National Death Index; WHI, Women’s Health
Initiative.

TABLE 1 Baseline characteristics of Dietary Modification trial participants by low-fat dietary pattern intervention or usual-diet
comparison group1
Characteristic

Comparison (n = 29,294)

62.3 ± 6.9

62.3 ± 6.9

7206 (36.9)
9083 (46.5)
3252 (16.6)

10,792 (36.8)
13,632 (46.5)
4870 (16.6)

15,871 (81.2)
2135 (10.9)
751 (3.8)
88 (0.5)
431 (2.2)
265 (1.4)
15,158 (78.0)
7181 (39.0)

23,891 (81.6)
3127 (10.7)
1094 (3.7)
114 (0.4)
674 (2.3)
394 (1.3)
22,641 (77.8)
10,612 (38.5)

8072 (41.3)
2813 (14.4)
8639 (44.2)
28.2 [24.8, 32.4]
89.0 ± 13.9
127.5 ± 17.2
75.9 ± 9.1
6.3 [1.5, 15.0]

12,102 (41.4)
4181 (14.3)
12,979 (44.4)
28.2 [24.9, 32.5]
89.0 ± 13.7
127.9 ± 17.2
76.0 ± 9.1
6.3 [1.3, 14.7]

9918 (51.4)
8121 (42.1)
1273 (6.6)
8448 (43.2)
3884 (20.3)

15,029 (51.9)
11,979 (41.3)
1977 (6.8)
12,755 (43.5)
5997 (20.9)

866 (4.4)
8382 (46.7)
2238 (11.5)
1207 (6.2)
3437 (17.6)

1337 (4.6)
12,734 (47.4)
3437 (11.7)
1836 (6.3)
5400 (18.4)

363 (1.9)
241 (1.2)
205 (1.0)
3396 (18.3)

549 (1.9)
321 (1.1)
328 (1.1)
4928 (17.8)

615 (3.1)
670 (3.4)
972 (5.0)
925 (4.7)
16,359 (83.7)

1039 (3.5)
1068 (3.6)
1457 (5.0)
1304 (4.5)
24,426 (83.4)

4767 (24.4)
4878 (25.0)
9896 (50.6)
1695.0 ± 451.8
32.0 ± 6.6
16.9 ± 3.5
51.8 ± 7.9
17.3 ± 6.1

7827 (26.7)
7738 (26.4)
13,729 (46.9)
1708.4 ± 462.7
32.5 ± 6.8
16.6 ± 3.5
51.6 ± 7.8
17.1 ± 6.0

1
Overall n = 48,835. Values are mean ± SD, n (%) of participants, or median [IQR]. Participants were postmenopausal and in the age range 50–79 y when enrolled during
1993–1998 at 40 US clinical centers. BP, blood pressure; CABG, coronary artery bypass graft; CaD, calcium and vitamin D; CEE, conjugated equine estrogens; GED, general
education diploma; MET, metabolic equivalent unit; MPA, medroxyprogesterone acetate; PCI, percutaneous coronary intervention.
2
Indicates occurrence in participant’s mother, sister, daughter, or grandmother.
3
From baseline 4-d food records on a 5.8% random subsample. Baseline FFQ data are not used here, owing to distortions related to the use of baseline FFQs for eligibility
screening.
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Age at screening, y
Age group at screening, y
50–59
60–69
70–79
Race/ethnicity
White
Black
Hispanic
American Indian
Asian/Pacific Islander
Unknown
High school diploma or GED
Family income ≥$50,000
Postmenopausal hormone use
Never
Past
Current
BMI, kg/m2
Waist circumference, cm2
Systolic BP, mm Hg
Diastolic BP, mm Hg
Physical activity, MET-h/wk
Smoking
Never
Past
Current
Hysterectomy
Bilateral oophorectomy
Medical treatment received
Diabetes
Hypertension or BP ≥140/90 mm Hg
High cholesterol requiring medication
Statin use at baseline
Aspirin use ≥80 mg/d
Medical history
Myocardial infarction
CABG or PCI
Stroke
Family history of breast cancer2
Menopausal hormone randomization group
CEE-alone
CEE-alone placebo
CEE + MPA
CEE + MPA placebo
Not randomized
CaD randomization group
CaD
CaD placebo
Not randomized
Total energy, kcal/d3
Percent energy from fat3
Percent energy from protein3
Percent energy from carbohydrates3
Total dietary fiber, g/d3

Intervention (n = 19,541)

TABLE 2 FFQ dietary intake at 1 y after randomization in the Dietary Modification trial in the low-fat dietary pattern intervention and
usual-diet comparison groups1

Postrandomization dietary characteristic

Comparison (n = 26,116)

Mean ± SD

Mean ± SD

P value

±
±
±
±
±
±
±
±
±
±
±
±
±
±
±
±
±
±

<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

24.3
8.0
1.6
5.2
8.9
58.4
28.4
29.9
17.7
1520.3
5.1
2.6
2.5
5.4
1.4
4.0
18.3
12.4

±
±
±
±
±
±
±
±
±
±
±
±
±
±
±
±
±
±

7.4
2.8
0.8
1.8
3.1
8.9
7.4
6.3
3.1
515.2
2.3
1.4
1.4
2.6
1.1
2.1
7.3
6.5

35.1
11.8
2.5
7.2
13.3
47.9
23.2
24.7
16.8
1612.3
3.9
2.1
1.8
4.7
1.1
3.6
15.1
10.3

6.9
2.9
1.1
2.1
2.9
7.9
6.8
5.3
3.1
603.3
2.0
1.2
1.1
2.4
0.9
2.0
6.3
5.6

Overall n = 43,759. n = 413 (2.3%) compared with 625 (2.3%) participants with implausible FFQ energy intake (<600 or >5000 kcal/d) were excluded from the intervention
and the comparison group, respectively; there was no evidence of differential exclusions by randomization group (P = 0.73). Participants were postmenopausal and in the age
range 50–79 y when enrolled during 1993–1998 at 40 US clinical centers.
2
Defined as the sum of α-carotene, β-carotene, β-cryptoxanthin, lycopene, and lutein plus zeaxanthin.
1

by 1.2 servings to 5.1/d, and grains was higher by ∼0.7 servings
to 5.4/d, in the intervention group.
Figure 2 shows outcome comparisons between randomized
groups during the intervention phase, and over the cumulative
intervention and postintervention phases. Results during the
intervention phase may differ slightly from those previously
published as a result of database updates. This is also the case
postintervention, for outcomes (CHD, global index, stroke, total
CVD) that use adjudicated CVD incidence data. For all other
listed adjudicated outcomes, results over the cumulative followup include some years (minimum of 2 y; 2.7, 3.0, and 6.0 y,
respectively, for breast cancer, total mortality, and colorectal
and other cancers) of follow-up beyond data used in prior
publications. HR estimates in Figure 2 are mostly <1. Those
for colorectal cancer (HR: 1.07; 95% CI: 0.90, 1.27) and
stroke (HR: 1.05; 95% CI: 0.92, 1.18) are not, but are far
from significant (P = 0.45 and 0.48, respectively). As during
the intervention phase, there is a significant reduction in the
composite outcome of breast cancer followed by death from any
cause (HR: 0.84; 95% CI: 0.74, 0.96), and for diabetes requiring
insulin (HR: 0.87; 95% CI: 0.77, 0.98), over the cumulative
follow-up. Also, although not shown in Figure 2, there was a
significant reduction in estrogen receptor positive, progesterone
receptor negative breast cancer incidence over the long-term
follow-up, with an HR (95% CI) of 0.77 (0.64, 0.94). The
total mortality rate is precisely estimated, with 13,498 deaths,
and yields an intervention compared with comparison group
HR of 0.98 (95% CI: 0.95, 1.01), over the cumulative followup period. Also over the cumulative follow-up, in exploratory
analyses (not shown in Figure 2), HRs (95% CIs) are 0.90 (0.82,
1.00) for diabetes requiring oral agents followed by death,
with 610 and 1039 deaths in the intervention and comparison
groups; and 0.65 (0.52, 0.82) for diabetes requiring insulin
followed by death, with 106 and 248 deaths in the intervention
and comparison groups.

Supplemental Figure 1 shows analyses, like Figure 2, after
excluding the 3.4% of women having prior CVD. This
restriction to a baseline healthy cohort yielded HR results in
the intervention period and during the cumulative follow-up
that differed only a little from those in Figure 2. Figure 3
shows results for these same outcomes, stratified by whether
participants without prior CVD were normotensive (54%) or
hypertensive (46%) at enrollment. A significant reduction in
CHD incidence (HR: 0.70; 95% CI: 0.56, 0.87) occurred
among baseline normotensive participants where evidence of
postrandomization confounding by statin use was absent,
whereas there was no evidence for an intervention effect among
baseline hypertensive participants, with a highly significant
contrast between the 2 (P = 0.003). This interaction remains
evident over the cumulative follow-up (P = 0.03).
Figure 4 shows that there is little suggestion of intervention effects on any of the outcomes considered among
women having baseline BMI (in kg/m2 ) <30, whereas the
observed HR reductions in the overall trial cohort are more
apparent among the 38.2% of women who were classified
as obese (BMI ≥30) at enrollment. Very similar outcome
patterns emerge for analyses of women having baseline waist
circumference <88 cm compared with ≥88 cm (Supplemental Figure 2). Note, however, that HR interaction tests
between strata in these exploratory analyses were mostly
nonsignificant.

Discussion
Summary of DM trial results during the intervention
period and over the long-term follow-up
This report updates the health implications of a noteworthy dietary change from a relatively high-fat to a higher-carbohydrate
diet in an ethnically and socioeconomically diverse cohort of
postmenopausal US women, over a follow-up period of nearly
Low-fat dietary pattern and health outcomes
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Calories from fat, %
Calories from saturated fat, %
Calories from trans fat, %
Calories from polyunsaturated fat, %
Calories from monounsaturated fat, %
Calories from carbohydrates, %
Calories from sugar, %
Calories from other carbohydrates, %
Calories from protein, %
Dietary energy, kcal/d
Vegetable and fruit consumption, servings/d
Vegetable consumption, servings/d
Fruit consumption, servings/d
Total grain consumption, servings/d
Whole-grain consumption, servings/d
Other grain consumption, servings/d
Dietary fiber, g/d
Total carotenoids,2 mg/d

Intervention (n = 17,643)

20 y. The reduction in total fat was accompanied by increased
vegetables, fruits, and grains, with resulting increases in fiber
and total carotenoid intakes.
Importantly, intervention and comparison groups did not
differ significantly for the designated primary breast cancer
or colorectal cancer outcomes, or for the secondary CHD
outcome. Further data analyses that include long-term nonintervention follow-up show significant benefits related to
breast cancer, but not other cancers (see also 14, 15), and
benefits related to CHD and diabetes, with no observed
adverse effects. Previously reported benefits continue to be
evident over the longer cumulative follow-up period considered
here.
Although overall mortality rates did not differ significantly
between randomization groups overall, significant mortality
reductions in conjunction with breast cancer and diabetes
1570
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requiring insulin were observed over a 19.6-y (median)
cumulative follow-up with HRs (95% CIs) of 0.84 (0.74, 0.96)
and 0.87 (0.77, 0.98), respectively.
Concerning potential mediating variables that may help to
explain clinical outcome findings, intervention group participants experienced a reduction in plasma estradiol and an
increase in sex hormone binding globulin (1), as has also been
observed in other intervention trials (16, 17), which could be
relevant to breast cancer results. Also observed were small
but favorable changes in blood pressure, LDL cholesterol,
insulin, glucose, HOMA-IR, and metabolic syndrome score
(8, 18, 19) that could be relevant to CHD and diabetes
findings. Note that these changes are not supportive of the
carbohydrate–insulin resistance hypothesis underpinning the
Paleo diet (20). Also, the OmniCarb trial (21) showed little
relation between carbohydrate glycemic index and influences on
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FIGURE 2 Monitored and other important outcomes in the Women’s Health Initiative Dietary Modification trial (n = 48,835) during the 8.5-y
(median) intervention phase, and over cumulative follow-up of 13.4 y for adjudicated CVD outcomes and 19.6 y for other outcomes. Summary
statistics and forest plots are shown for randomly assigned groups, during the (A) intervention period and (B) cumulative follow-up. HRs (95%
CIs) and P values are from Cox regression models with baseline hazard stratified on age at random assignment (50–54, 55–59, 60–69, and
70–79 y), ethnicity (white, black, and other), hysterectomy status (yes or no), prior disease (if applicable), randomization status in the hormone
therapy trials (CEE, CEE-placebo, CEE + MPA, CEE + MPA placebo, and not randomized), and study phase (intervention phase, extension
phase I, and extension phase II; time-dependent). Time to event is measured from date of randomization. P value is for the overall influence of
random assignment on outcomes based on a score (log-rank) test. Analyses for diabetes outcomes was among participants without prevalent
diabetes at baseline (n = 45,595). All participants were postmenopausal and in the age range 50–79 y when enrolled during 1993–1998 at 40 US
clinical centers. CEE, conjugated equine estrogens; CVD, cardiovascular disease; DM-C, dietary modification comparison group; DM-I, dietary
modification intervention group; MPA, medroxyprogesterone acetate.

CVD and diabetes risk factors, suggesting that clinical findings
here may have some robustness to the choice of carbohydrate
that accompanies the fat reduction. Although neither energy
reduction nor weight loss were intervention goals, intervention
group women did lose some weight, especially early in the
intervention period (10).
In exploratory analyses, favorable intervention effects were
observed primarily in the 38.2% of women who were classified
as obese (BMI ≥30) at baseline. Additional analyses (11) show
that long-term difference in percentage of energy from fat
between the intervention and comparison groups, as estimated
by 24-h dietary recall, did not differ (P = 0.98) between the
BMI <30 and BMI ≥30 strata so that differential intervention
influences, rather than differential intervention adherence,
likely underlie any outcome differences between obese and
nonobese participants. One can ask also whether the small
weight loss experienced by intervention participants provides an
explanation for intervention benefit. The Figure 2 analyses were
repeated with baseline weight, and weight change from baseline
as a time-dependent variate, added to the Cox regression model.
These analyses gave almost identical HRs to those shown in
Figure 2, so that weight loss is unlikely to be an important
mediator of estimated HR reductions among intervention group
women.
There is an extensive epidemiologic literature on associations
between dietary factors and chronic disease incidence and
mortality. The cancer literature has recently been assembled by

expert committee (22), without a conclusion concerning the role
of dietary fat, or concerning the substitution of carbohydrate for
fat. Likewise, reviews of the CVD epidemiology literature, although supporting the replacement of saturated by unsaturated
fat, have no consensus concerning the replacement of saturated
fat by carbohydrate, with concerns about substitution of refined
carbohydrate (23, 24).
Recent observational literature projecting total mortality
implications of replacing fat by carbohydrate is particularly
interesting. Investigators for the Prospective Urban Rural
Epidemiology study in 18 countries having disparate dietary
and socioeconomic conditions proposed that global dietary
guidelines should be re-examined in view of their observation
of elevated (total) mortality among persons consuming low-fat,
high-carbohydrate diets (25). Their analyses, which combine
analytic and ecologic data sources, contrasted a highest quartile
(77% of energy from carbohydrate) to a lowest quartile (46.4%
of energy from carbohydrate). However, a recent cohort study
in the United States reported elevated mortality risks with
high-carbohydrate diets (>70% of energy) and even more so
with low-carbohydrate diets (<40% of energy), with lowest
mortality among persons having 50–55% of energy from
carbohydrate (26). The authors presented additional analysis
suggesting improved cardiovascular and noncardiovascular
mortality if plant-based, but not animal-based, fat and protein
replaced carbohydrate. Similarly, a 2018 review article (27),
although not attempting a “premature consensus,” offers the
Low-fat dietary pattern and health outcomes
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FIGURE 3 Monitored outcomes and other important outcomes in the Women’s Health Initiative Dietary Modification trial among participants
(n = 43,232) without prior CVD (3947 participants excluded based on missing hypertension status at baseline) during the 8.5-y (median)
intervention phase (A, C), and over cumulative follow-up (B, D) of 13.4 y for adjudicated CVD outcomes and 19.6 y for other outcomes,
stratified by baseline hypertension status (A, B: normotensive, compared with C, D: hypertensive). Summary statistics and forest plots are
shown for randomly assigned groups without prior history of CVD during the intervention period (A, C), by hypertension status; likewise for
cumulative follow-up (B, D). For each panel, regression models were expanded by stratifying on hypertension status (normotensive compared
with hypertensive) and including an interaction term. P value is for the interaction between randomization group and hypertension status based
on a score test. All participants were postmenopausal and in the age range 50–79 y when enrolled during 1993–1998 at 40 US clinical centers.
CVD, cardiovascular disease; DM-C, dietary modification comparison group; DM-I, dietary modification intervention group.

perspective that chronic disease benefits may be able to be
achieved with a broad range of ratios of dietary carbohydrate
to fat, with carbohydrate and fat quality likely to be highly
influential concerning health benefits and risks across such a
range.
In interpreting the observational literature on these topics, it
is important to remember that observational study associations
rely directly on self-reported dietary data for their principal
exposure assessment, whereas our DM trial reports use dietary
self-report data only for adherence assessment and make no
use of such data for clinical outcome randomization group
comparisons (e.g., Figures 2–4). The measurement properties of
self-reported fat and carbohydrate consumption, either absolute
intake or as a fraction of calories, are largely unknown. For total
energy intake, which is thought to correlate strongly with the
fat content of the diet, estimated chronic disease associations
are highly dependent on measurement error correction. For
example, when a doubly labeled water biomarker is used
to correct self-reported energy consumption for measurement
error, strong positive associations of energy consumption with
prominent cancers, CVDs, and especially diabetes are estimated
(28). These associations were mostly not evident without
measurement error correction.
Against this background, the DM randomized controlled
trial provides valuable insight into chronic disease benefits and
risks of a noteworthy replacement of fat by carbohydrate in a
well-nourished population of postmenopausal US women. At
1 y after randomization, the intervention group reported ∼24%
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of energy from fat compared with ∼35% in the comparison
group, ∼58% of energy from carbohydrate compared with
∼48% in the comparison group, and ∼18% compared with
17% of energy from protein. Saturated and unsaturated
fats were reduced by similar fractions, and intervention
group dietary changes included increases in vegetables, fruit,
grains, micronutrients, and fiber, but also some increase in
sugars (Table 2). These changes evidently resulted in health
benefits related to breast cancer, CHD, and diabetes, without
corresponding observed chronic disease risks. Overall, the
intervention program resulted in a range of dietary changes that
are mostly consistent with current concepts for a healthful diet,
and maintenance of the dietary change proved to be practical
for a large group of postmenopausal US women, over an 8.5-y
(median) intervention period.
Strengths and limitations
Strengths of this large trial include its randomized controlled intervention design, and long-term follow-up with large numbers
of carefully ascertained health-related outcomes. Intervention
trials that are powered for chronic disease outcomes, and
that include the type of nutritional behavioral intervention
implemented in the WHI DM trial, are uncommon in the
nutritional research area.
Trial limitations include the fact that only ∼70% of the
targeted difference in percentage of energy from fat between
the intervention and comparison groups was achieved, and
grains servings also fell somewhat short of the targeted
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FIGURE 4 Monitored and other important outcomes in the Women’s Health Initiative Dietary Modification trial (n = 48,622, 213 participants
excluded owing to missing BMI data at baseline) during the 8.5-y intervention (median) phase (A, C), and over cumulative follow-up (B, D) of 13.4
y for adjudicated CVD outcomes and 19.6 y for other outcomes, stratified by baseline BMI group (A, B, <30; compared with C, D, ≥30). Summary
statistics and forest plots are shown for randomly assigned groups during the intervention period by BMI group; likewise for cumulative followup. For each panel, regression models as used for Figure 2 were expanded by stratifying on BMI group (<30 compared with ≥30) and included
an interaction term between randomization assignment and BMI group, with the corresponding interaction P value based on a score test. All
participants were postmenopausal and in the age range 50–79 y when enrolled during 1993–1998 at 40 US clinical centers. BMI in kg/m2 . CVD,
cardiovascular disease; DM-C, dietary modification comparison group; DM-I, dietary modification intervention group.

Conclusions
In summary, reduction in dietary fat with a commensurate
increase in carbohydrate, with vegetable, fruit, and grain
increases, did not show significant benefits for primary
breast or colorectal cancer incidence or for secondary CHD
incidence overall, but evidently led to some important health
benefits during the intervention period and over the longerterm cumulative follow-up, without observed adverse health
consequences. The observed benefits include reduction in breast
cancer followed by death of ∼35% during the intervention
and 15% over the cumulative follow-up; reduction in CHD
incidence by ∼30% during the intervention and 15% over the
cumulative follow-up among healthy normotensive women; and
reduction in insulin-requiring diabetes by ∼25% during the
intervention and 13% over the cumulative follow-up.
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