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Ny forskning: Alkohol ar ingen
halsokur

timmar sedan

Ny forskning: Alkohol ar ingen halsokur

Ny engelsk forskning sldr hal pd myten att det dr nyttigt med ett glas vin eller tva. Allt fler
studier ifrdgasatter nu om alkoholen ar bra for halsan.
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All cause mortality and the case for age specific alcohol
consumption guidelines: pooled analyses of up to 10 population

based cohorts

Craig 5 Knott,! Ngaire Coombs,? Emmanuel Stamatakis,™* ® Jane P Biddulph’

ABSTRALCT

OBJECTIVES

To examine the suitebility of age specific limits far
alcahol consumption and to explone the assoclation
hetween alcohol consumption and martzlity in
different zge groups.

DESIGH

Population based data fram Hezlth Survey for England
19982008, linked to national mortality registration
data and pooled for 2nalysis using proportional
hazards regression. Anzlyses were stratified by sex
and age group (50-64 and = &5 years).

SETTING

Up to 10 waves of the Health Sureey for England, which
samplas the non-institutionzlised gereral population
rasident in England.

PARTICIPANTS

The derivation of two analytical samples was hased an
the availzbility of comparable 2loohaol consumption
data, covarizte data, end linked martzlity data amaong
adults aged 50 yaars or more, Twa semples weare used,
each utilising & different vardable for alcohol usage:
self reported average weekly cansumption over the
past year and self reported consumption an the
heaviest day in the past week, In fully adjusted
analyses, the farmer semple comprised Health Survay
far England years 1998-20032, 18 368 participants, and
41032 deaths over 2 median follow-up of 9.7 years,
whereas the latter comprised Health Survey for
England years 1999-3008, 34523 participants, and
4220 deaths over & median follow-up of 6.5 years.

WHAT IS ALREADY KNOWN ON THIS TOPIC

Alcahol intake s Increasing among peaple aped = 65 years and, in canjunction with
greater morbidity and prescription drug use, this age group Is at risk of alcohol
related problems because of impaired metabolism of alcohol with age
Meta-analyses of observational data repeatedly indicate that, compared with
ngn-drinkers, moderate consumption may be protective against cardiovascular
diseases and all cause martality

MAIN QUTCOME MEASURE

All cause mortality, defined as any death recorded
hetween the date of intervlew and the end of data
lirkage on 31 March 2011,

RESULTS

In unadjusted models, protective effects weare
identified across & broad range of alcohol usage in
all ege-sex groups. These effects weare attenuated
ACFaSs Most use categarias an adjustment far &
range of personzl, socloecanomic, and lifestyle
factors, After the exclusion of farmer drinkers, these
affects were further attenuated. Compared with self
reparted never drinkers, significant protective
associations were limited to younger men (50-64&
wegrs) and older waomen (= &5 years). AMong younger
mean, the range of protective effects was minimal,
with & significant reduction in hazards present only
amaong those who reported consuming 15.1-30.0
units/average week (hazard ratio 0,49, 95%
confidence interval 0,26 to 0.91) or 3.1-1.5 units an
the heaviest day (0.43, 0.27t0 0.E7). The range of
pratective effects was broader but lower amang alder
wamen, with slgnificant reductions in hazards
present < 100 units/average week and across all
levels of heaviest day use. Supplementary analyses
found that most protective effects disappearad
where calculated In comparisan with various
defiritions of occaslonzl drinkers.

CONCLUSIONS

Beneficial assaclations between law Intensity alcohal
consumption and &ll cause mortzlity may in part be
attributable to Inapprapriate selection of 2 referent
group and weak adjustment for confounders,
Compared with rever drinkers, age stratified analyses
suggest that beneficlal dose-response relations
hetwean alcohal consumption and gll cause mortality
may be largely specific to women drinkers aged &5
wears ar mare, with little to no protection present in
ather age-sex groups. These protective assaclations
may, however, be explained by the effect of selection
hlases acnss age-sex strata.
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EDITORIALS

Alcohol’s evaporating health benefits

Industry lobbying and promotion are rife and unchecked by governments

Mike Daube professor of health policy

Curtin University, GPO Box U1987, WA 6845, Australia
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Has the leaning tower of presumed health benefits from
‘moderate’ alcohol use finally collapsed?

The evolving epidemiological literature, including improved
methodology for assessing causality in observational
studies, is raising doubts about whether moderate alcohol
consumption has a protective effect on health.

For several decades, most epidemiologists have agreed that
‘moderate’ (i.e. low average volume) alcohol consumption
is protective against cardiovascular disease. Indeed, esti-
mates of protective effects for prevalent chronic conditions
such as heart disease, stroke and type 2 diabetes have been
built into the international burden of disease estimates, in-
cluding the Global Burden of Disease [World Health Orga-
nization (WHO)] project. In some countries, the
assumption has also been incorporated into national drink-
ing guidelines and economic estimates of the cost of alcohol
use to communities [1]. It has led several authors to argue
that alcohol may have a role as a potential therapeutic
agent for some patients (e.g. [2,3]).

with exposure to a putative causal factor, can test the rela-
tionship between that causal factor and the outcome. The
assumption is that the genotype itself has no direct effect
on the outcome and no role in the outcome apart from a
mediating effect via the causal factor. If the genetic varia-
tion turns out to be associated with the outcome, there is
a reasonable presumption that this is through the putative
cause,

An MR meta-analysis by Holmes et al. found that
drinkers with a genetic variant linked with lower consump-
tion among those consuming < =21 g of ethanol daily had
a decreased risk of cardiovascular events, with the protective
relationship between the allele and cardiovascular events
found only among drinkers, not among non-drinkers [9].
As the MR approach relies upon the random assignment
of genes at meiosis to simulate the random allocation of
participants to exposure, it resembles more closely a ran-
domized controlled trial (RCT) than traditional observa-
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Hur saker ar den skyddande effekten?

Observationsstudier:
svagare evidens an kontrollerade studier

e Tva typer av problem

* Risk for felklassificering: sammanblandning av
helnykterister och sporadiska konsumenter
- Ju mer valgjorda studier desto mindre skyddande effekt ses

» Risk for confounding: bakomliggande faktorer svara eller
omojliga att kontrollera for



Felklassificering

» Det ar bara i jamforelse med helnykterister som mattligt
drickande framstar som skyddande - men jamforelser
med helnykterister haltar

» ofta finns det med f.d. konsumenter

» ofta raknas sporadiska konsumenter som O-

konsumenter

» Hjartkarlsjukdom sammanvavt med mangfald faktorer

» Helnykterister dverrepresenterade i 27 av 30 CVD-
associerade bakgrundsfaktorer

Naimi, et al. Am J Prev Med 2005;28(4):369-373
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Table 1. Dstribution of selected cardimascular rsk factors and potential confounding Bctors by donking stabes, and the
adjpsted relatve odds of being @ nondrinker among people with those faetors, Behavioral Risk Factor Surveillance System

survey, 2008 { romtimued)

Nondrinkers Muoderate drinkers i " relative
(%, SE) (%, 5E) wedds (95% CI) of
Risk Factor/confounder (m= 116,841 {m = 11E,BEY) tbeeing a nondrinker
DEMOGRAPHIC FACTORS
Age (years)
18-534 F1.2(0.H) 32.640.¥7) -
$5-54 S6.1 (02T 42.1 {0.¥7) -
Ha-tt 14.2 (0.18) 12.4 {0.16) -
=65 2.5 (D) 12.9{0.17) -
Gender (% men) 3a.1 (0oE) 50.0 {0.¥T) -_
Race, ethnicity
WWhite, NH G600 [0.E T4.7 (0]
Black, NH 116 {0149} 7.2 {.15)
Hispanic 14.7 (0UMG) 11.7 {0.24)
Asiam 5.1 (D14) 2.3{0.11)
Amercan Indian Alusks Native, NH L7 (0o7) 1. 00d)
Cther 2.8 (D.10) 2.7 {0.10)
SOCIAL FACTORS
Marital status

Married funmarried couple GL.7 (0L2H) 654 (0.5 1.00 {referent)
Divorced /separated 119 {017} 11.1 {0.15) 1 =119
Wiclowed 1001 {0.14) 4.6 (0L 10) 1 Fi=1.52)
Mever married 16.4 (0L24) 15.9 {0.24) 116 {1.11-122)
Unemploved 6.0 (L1} G4 {lL14) 1.29 {1.30-140)
Education
College gradussts 227 (028 38.8 (.26 1.00 {referent)
Some oollege 5.7 (0L34) 26.0 {0.25) 1.56 {1.5-1.462)
High school graduate A6 (02T 26,1 {0.25]
== High school 17.1 {04} 7.1 {17}
Income
=550,000 8.7 (O 49,5 {01
F25, D00-545 590 325 (0LE) 29,8 {0.206)
== §U5 000 3B8.8 (030} 20.9 {0.25)
BEHAVIORAL FACTORS
Mo “leisure-ime” physical scivity 31.9 (036 17.7 {0 2.02 {1.94-228)
Orverall physical activity Level
Becommmuended 406 [0y 49,7 (0.5 1.00 {referent)
Insufficient 3B8.0 (02H) 40.2 {0.27) 1.11 {1.07=1.15)
Iriective 214 (024} 10.1 {0.17) 2851 (2.19-2.42)
Smoking status
Mever sinoker 0.0 [LEHY a0.9 e 1.00 {referent)
Former smoker PAE (DLEY) 26.7 (024 068 {0Be60.T1]
Clurrent smoker 18.2 [y 2244025
Dipt—vegetables {<5 servings day) 0.1 (0.25) T7.5 {0.19)
HEALTHCARE ACCESS
Mo health insurance 16.0 (0.5} 15.5 {0.21)
MNo personal doctor 1B.1 {025} 20.9 {0.25)
Couldn't see doctor due to cost 1.0 (0N 11.2 {0.19)
Mo influenza shot (age =505 46.4 [0L38) 48.0 {042 .
Mo cholesteral screening 5.0 (02T 25.4 {0.26) . 2]1-1.52)
Mo colorectal cancer screeningg 4L.0 [OLET) 36.4 {0.86) 1.54 {1.21-1.49)
fage =50)
HEALTH CONDITIONS
Diahetes 114 (017} 4.6 {L11} 287 (2.08-2.53)
Hyperiension 31.2 (D.25) 21.7 {0 L4 {1.349-1.49)
Body mass index (lgg/m”)
=180 1.5 (Du0H) 1.0 {i0u0d) 169 {1.43-2.00)
18.0-24.9 36.4 (0.2H) 41.1 {0.¥7) 1.00 {referent)
5.0-200 34.0 (0.3} 3B.0 {027 1.12 {1.08-1.16)
H0.0-54.9 17.0 (DB 14.0 {01 37=-1.51)
35.0-30.9 6.5 (014} 4.1 {11} BU-1.46)
=400 38 (D11} 1.5 {0u0rr) 228 (2.06-2.51)
High bloed chol 36.1 (0. 32.4 {0.4) 1.05 {1.01-1.049)

{ continued om et page)

Am | Frev Med 2005:25(4) ar
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Kélla Fekjaer, Addiction 2013



Mendelsk randomisering -
Nar vanliga randomiserade studier inte

ar mojliga
Mendelian randomisation Randomised controlled trial
Random segregation of alleles Randomisation method

Y Y Y Y

Exposed: one allelle Control: other allelle Exposed: intervention | Control: no intervention

Confounders equal
between groups

Confounders equal
between groups

Outcomes compared between groups | Outcomes compared between groups |

Smith, BMJ 2005
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Association between alcohol and cardiovascular
disease: Mendelian randomisation analysis based on
individual participant data

©8& oPEN ACCESS

Michael V Holmes assistant professor (joint first author)'**, Caroline E Dale research fellow (joint
first author)®, Luisa Zuccolo population health scientist fellow®, Richard J Silverwood lecturer in
medical statistics*®, Yiran Guo research associate’®, Zheng Ye investigator scientist’, David
Prieto-Merino lecturer in medical statistics*, Abbas Dehghan assistant professor'®, Stella Trompet
senior researcher'', Andrew Wong senior study manager'?, Alana Cavadino statistician'®, Dagmar
Drogan scientist'*, Sandosh Padmanabhan reader', Shanshan Li postdoctoral research fellow,
Ajay Yesupriya health scientist'’, Maarten Leusink doctoral candidate'®, Johan Sundstrom senior
epidemiologist'®, Jaroslav A Hubacek senior scientist*, Hynek Pikhart senior lecturer®', Daniel |
Swerdlow clinician scientist', Andrie G Panayiotou lecturer in public health®, Svetlana A Borinskaya
leading researcher®, Chris Finan bioinformatician', Sonia Shah postdoctoral research fellow™,
Karoline B Kuchenbaecker research associate in genetic epidemiologyzs, Tina Shah postdoctoral
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| motsats till observationsstudier
ser man i Mendelskt randomiserade studier

e |Ingen J-formad kurva for sambandet mellan alkohol
och hogt blodtryck

e Ingen J-formad kurva for sambandet mellan alkohol
och hjart-karl sjukdom

e Inget skydd for demens, ens for lag konsumtion

e |Inget orsakssamband mellan hogt HDL och minskad
risk for hjart-karl sjukdom



Alcohol and CHD,
ADH1B Variant Genotype

e 260,000 persons, European ancestry, from 56
studies

 Primary outcomes: CHD events

e Compared those with the usual alcohol
dehydrogenase 1B genotype with a variant
genotype

e Variant genotype alters alcohol metabolism,
resulting in an unpleasant sensation

e Havino the variant ceanntvune ic aceacintad



Results, Holmes et al.

Odds ratio P value
(95% CI)

0.90 (0.84 t0 0.96) 0.001

0.98 (0.88t0 1.10) 0.095*
0.86 (0.78 to 0.94)

0.90 (0.79t01.02) 0.828*
0.89 (0.75 to 1.06)

Category for coronary No of No of cases/ Odds ratio
heart disease outcome studies individuals (95% CI)
Overall (all individuals) 46 20259/168731 ——
Any or no alcohol intake

Non-drinkers 31 5883/43 029 —

Drinkers only 40 10130/107 478 —
Drinkers subgroup (units/week)

Light (>0 to <7) 32 4686/47 246 — -

Moderate (27 to <21) 32 3222[38 772 =

Heavy (>21) 29 1919/16 225 -

0.70 1

* Pvalue for heterogeneity obtained from test for trend using meta-regression

0.97 (0.76 to 1.24)
1.25



Alcohol and CHD Events, cont.

The less one drinks the better it is for CVD health,
including among moderate drinkers

Variant genotype protective for ischemic stroke

Limitation: variant genotype might be associated with
confounders, have a direct protective effect on CVD,
have a linkage with other protective genes

However, among non-drinkers, no effect of variant
genotype on CHD



Authors Conclude:

e “This suggests that reduction of alcohol consumption,
even for light to moderate drinkers, is beneficial for
cardiovascular health.”

e “results ... challenge the concept of a cardio-protective
effect associated with moderate alcohol consumption in
observational studies and suggest that this result may
have been due to residual confounding or selection
bias.”



Biologiska mekanismer ifragasatta

= HDL “nyttigt kolesterol”: Samband mellan lagt
HDL och hjart-karlsjukdom, men inget
orsakssamband

= Hogt blodtryck: nykterister har minst risk

= Aderforkalkning: nykterister har minst risk



Noll (0) RCT-studier av samband mellan
alkoholkonsumtion och nagon sjukdom eller
dodsorsak

* Exempel pa observationsstudier som senare
motsagts av RCT-studier

— Hormonbehandling for hjart-karlsjukdom

— beta-carotene for cancer och hjart-karlsjukdom
— vitamin E fér demens, hjart-karlsjukdom

— omega 3 fettsyror for diabetes

— Klamydiabehandling for hjart-karlsjukdom

— Bisfosfonat for brostcancer

— Statiner for KOL



Nyttan har inte bekraftats i kontrollerade studier.

Andra positiva effekter pa halsan i observationsstudier har inte bekraftats av

randomiserade kontrollstudier.

Biologiska mekanismer for mdjlig nytta har ifragasatts.

Evidens for negativa fysiologiska effekter av [agdoskonsumtion.

"Mattlighetskonsumenter” har i allmanhet halsosammare livsstil an
icke-konsumenter.

Manga studier utesluter systematiskt alkoholkonsumenter med halsoproblem.

De flesta studier felklassificerar sjuka fore detta alkoholkonsumenter som
icke-konsumenter.

Osannnolik nytta enligt observationsstudier, till exempel skrumplever, cancer, dovhet.

Nytta vanligtivs synlig enbart i vasterlandska befolkningsgrupper.

Genetisk laggning att dricka mindre ger minskad risk for hjartsjukdom.

Studier som visar pa nytta har lattare att bli publicerade.

Minskad konsumtion i en befolkning medfér ingen 6kning av hjart-karlsjukdom.
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Association of alcohol consumption with selected
cardiovascular disease outcomes: a systematic review and

meta-analysis

Paul E Ronksley, doctoral student,” Susan E Brien, post-doctoral fellow,” Barbara | Turner, professor of
medicine and director,? Kenneth | Mukamal, associate professor of medicine,? William A Ghali, scientific

director and orofessor™

ABSTRACT

Objective To conduct 2 com prehensive systematic review
and meta-analysls of studies assassing the effect of
alcohaol consumption en multiple cardiovascular
CTOames.

Design Systematic review and meta-analysis,

Data saurces A search af Madlne (2950 through
SZeptember 200%) and Embase (1980 throwgh Septermber
2009 supplermentad by manual searches of
kibliographles and conferance praceadings.

Inclusion criterla Prospective cobort studies on the
assoclation between alcohal cansumption and averall
rortality from cardlowascular disease, Incldence of and
rrortality from coronary heart disease, and incldence of
and mortality from stroke.

Studies reviewesd Of 8335 studies reviawad for eligibllicyg,
quality, and data extraction, B& were included in the final
analysis,

- ] ' (L] - ' e ' r

the absence of chinical tnals, climcians must interpret
these data when answenng patients' questions aboutl
taking alcohol to reduce their nisk of cardiovascular
disease. Systematic reviews and meta-analyses have
addressed the association of alcohol consumption
with cardiovascular disease outcomes'™ but have not
uniformly addressed associations between aleohol
use and maortality from cardiovascular disease, as well
as the incdence and monality from coronary heart dis-
ease and stroke. Addicomally, further studies have
been published since 2006, when the mosi recent
reviews appeared. The continuing debate on tis sub-
ject warrants an in depth reassessment of the evadence,

In thus paper, we synthesise results from longitudinal
cohort studies comparing aleohol drinkers with non-
drnkers for the outcomes of overall mortality fram
cardiovascular disease, incident coronary heart dis-
ease, mortality from coronary heart disease, incident



Saken klar?

”Given the consistency observed in our
findings and compelling mechanistic data
pointing to causation in our companion
review, additional observational studies will
have limited value except to elicidate more
precisely the association of alcohol and stroke.
Rather, debate should centre now on how to
integrate this evidence into clinical practice
and public health messages.”

Ronksley et al BMJ 2011; 342 d671



”In the realm of clinical practice, the evidence could
form a foundation for proposing counselling for
selected patients to incorporate moderate

amounts of alcohol into their diets to improve their
coronary heart disease risk.”

”"With respect to public health messages, there may
now be an impetus to better communicate to the public
that alcohol, in moderation, may have overall health
benefits that outweigh the risks in selected subsets of
patients.”



Kliniskt beslutsfattande-
Folkhalsobudskap — media



' {GUDASPIS ®8 Kardiolog-
'FOR I'uARTAT L Perspektivet

, BM W Johanssoa




Journalist-
perspektivet

. BenglBedrup
Sven(amnar Sacmean

GUDA

B ALONOL %

Privma




[ A~ DILSA DEMIRBAG-STEN |
“Den som vill arbeta som -
% * barnskotare maste forsta att hen
. forvantas ta pappor i handen.” k 4

FORSTASIDAN | DN.TV | STHLM | EKONOMI | SPORT | KULTUR | LEDARE | DEBATT | VAL 2014 | BOSTAD

Nyheter Sverige Politik Vetenskap Viriden Goda Nyheter Quiz Vider Bloggar Podcast DN Granskar

(i

Jﬁrtat mﬁr bra av sprit

08-05-05 23:

Att dricka alkohol motsvarande 3-4 sma glas vin & Skriv ut
varje dag ger medelalders personer ett skydd A Okn teoctabortele
mot hjart-karisjukdom. Det visar en ny
undersokning av over 50 000 danskar. Studien
visar ocksa att de som drack mest fick det basta S —
skyddet. 0
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Att dricka alkohol varje dag minskar risken fér hjartsjukdom enligt en ny spansk
studie. Dessutom menar forskarna att dven stora midngder alkohol hade en
skyddande effekt. Men det galler | férsta hand min medan samma goda resultat inte
kan ses ndr det géller kvinnor.

19 november 2008 ki 15:22 21|
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"Vin ar nyttigare an

motion"

Vin varje dag kan skydda dig mot karlsjukdom.

En ny studie visar att lAngvarigt drickande minskar farligt
kolesterol niastan lika effektivt som mediciner.

— Det finns starkare stod for att vin ar nyttigt, an det finns
for att borja motionera pa doktorns inradan, séger

professorn Fredrik Nystrom.

Manga av oss skulle formodligen fundera dver
vara alkoholvanor om vi avslutade varje kvall
med ett eller tva glas vin. Men i sjdlva verket
borde kanske fler ha en sadan rutin — om inte
annat for aft skydda hjartat och sova battre.

— Det ger béttre prognos an att vara
helnykterist — de flesta tidigare studier talar for
aft det ar farligt att inte dricka alkohol alls, jamfort
med att vara méattlighetskonsument, séger
Fredrik Nystrém, forskaren bakom studien.

Drack vin varje dag
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Kraftig 0kning av alkoholreklam
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Konsekvenser for folkhalsan



Franzénmalet 1995

EU-commission mot
| Svenska staten

Generaladvikaten Michael Elmer

* Elmer ansag att mattlig alkoholkonsumtion forlangde livet
* mattlig alkoholkonsumtion : 3 — 5 glas vin/dag

* Detta forsvagade den svenska statens folkhalsoargument fér en
* restriktiv alkoholpolitik
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Table 5.31. Summary health effects because of alcohol in 2002.

Net health (Gross health
effects effects

Number of deaths -849 3022
Number of PYLLs* 27962 63 962
Number of medical care cases** 761 565 ROS5 043
Number of QALYs lost

from mortality 24 603 48 168

for consumers 68 804 68 B804

for friends and relatives 27 168 27 168

for victims of crime 1216 1216

* PYLLs=Potential Years of Life Lost, calculated from the age-specific life expectancy.
** Excluding co-morbidity

”"Net health effects” = taking beneficial effects of alcohol into account
”Gross health effects” = not taking beneficial effects of alcohol into account



Berakning av sjukdomsbordan i Sverige

Figur 5 a. Sjukdomsborda DALY (i termer av YLL och YLD) for olika
sjukdomsgrupper som orsakas av alkohol ar 2010 bland miin
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Saken klar?

PREVENTIVE MEDICINE 20, 47-63 (1991)

Estrogen Replacement Therapy and Coronary Heart Disease:
A Quantitative Assessment of the Epidemiologic Evidence'?

MEIR J. STAMPFER, M.D..*'t* AND GrAHAM A. CoLDiTZ, M.D.*'%

*The Channing Laboratory, Department of Medicine, Harvard Medical School and Brigham and
Women's Hospital, Boston, Massachuserts; tDepartment of Epidemiology, Harvard School of
Public Health, Boston, Massachusetts; and iTechnology Assessmemt Group, Department of Health
Policy and Management, Harvard School of Public Health, Boston, Massachusers

Considerable epidemiological evidence has accumulated regarding the effect of postmeno-
pausal estrogens on coronary heart disease risk. Five hospital-based case—control studies
yvielded inconsistent but generally null results; however, these are difficult to interpret due
to the problems in selecting appropriate controls. Six population-based case—control studies
found decreased relative risks among estrogen users, though only 1 was statistically signif-
icant. Three cross-sectional studies of women with or without stenosis on coronary angiog-
raphy each showed markedly less atherosclerosis among estrogen users. Of 16 prospective
studies, 15 found decreased relative risks, in most instances, statistically significant. The
Framingham study alone observed an elevated risk, which was not statistically significant
when angina was omitted. A reanalysis of the data showed a nonsignificant protective effect

among younger women and a nonsignificant increase in risk among older women. Overall,
the bulk of the evidence strongly supports a protective effect of estrogens that is unlikely to
be explained by confounding factors. This benefit is consistent with the effect of estrogens
on lipoprotein subfractions (decreasing low-density lipoprotein levels and elevating high-
density lipoprotein levels). A quantitative overview of all studies taken together yielded a
relative risk of 0.56 (95% confidence interval 0.50-0.61), and taking only the internally
controlled prospective and angiographic studies, the relative risk was 0.50 (95% confidence
interval 0.43-0.56). © 1991 Academic Press, Inc.
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