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Introduction and Objective

Thromboxane is a known mediator in the pathogenesis of
cardiovascular diseases and smoking has been associated to Its
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 Two studies reported 11-dehydro-thromboxane B2 levels in smokers

. . . Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI . . :
increased levels. Smoking increases thromboxane A2 release by artow ot ). 1958 W0 2958 30 221 10949 10 134%  19.00[93.27, 34473 —— and those who switched to THS were published, one study was on file.
platelets in healthy individuals as well as the excretion of its two caispalelal 209 o 1070 GEDo A0 A2t Jrh a1 4nnonfi2a.an, rat.an) N * All studies reported were carried out by PMI
Mc Adarn et al. 2005 Coxib 294 1072 17 220 13943 15 27.9%  B4.00[23.04,151.04] .
majOr urlnary metabO“teS 2,3-dln0r-thr0mbOxane Bz and 11_ EcﬂddThm Eta|_tg|:||[|15g|:-g|§ceh Ei?g;g 132315 E 333;2 133:§ ?lg ggg: 34EJEDDD[5§;1Q15|1532315} i ¢ A decrease N 11-dehydr0-thr0mbOxane BZ |eve|S was Observed after
eaelnoven et al. : . : : : : A3, : - " I " " "
dehydro-thromboxane B2. Uyamma et al. 1985 1,063 244 17 815 183 27 116% 248.00[113.03, 382.97] — f'Ye days, 1 month and 1 year of switching from smoking conventional
Philip Morris International, is currently developing 2 Tobacco Zedler et al. 2006 11275 2907 60 715 48033 65 10.5% 41250 [270.63, 554.37) —— cigarette to THS.use_ |
Heating System (THS) that may have the potential to reduce the Total (95% CI) 164 162 100.0% 166.45[120.51,212.40] ¢  NoO meta-analysis was performed due to different length of follow up.
_ _ _ _ _ _ _ Heterogeneity: Chi#= 31.17, df= 6 (P < 0.0001); F= 81% — — L :
risk of smoking related diseases. A biomarker of inflammation might Testfor overall effzct Z= 710 (P < 0.00001) 500250 0 250 500 The study characteristics are found in the table below.
be suitable candidates as intermediate clinical risk endpoint.
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The aim of our study Is to review the available published and in- 2 Study Country ~ Study Design  Study Participants Findings
hOUSG data on. 1) the urinary 11-dehydr0-thr0mb()xane Bz IeVGIS in Study or Subgroup Measr:“ DHESrE Total ME'::I'I]'I“ Smu:[':rsmtal Weight Mﬁr:lgnﬁdf;“;?j% Cl NM;?:][?H[-T r:g‘b?:?,':l
smokers vs. non-smokers, 2) the influence of smoking cessation on Barrow et al. 1980 140 2958 30 221 10848 10 155%  219.00 (9327, 344.73) —— After 5 days of switching from CC
: Calapai et al. 2009 1670 GB0 20 1,210 370 20 7.3% 460.00[128.40, 791.60] 39 smokers who had smoked at smoking to THS use, the THS arm (20
urinary 11-dehydro-thromboxane B2 levels, and 3) the effect Mic Adam st al 2008 Coxib 284 1072 17 220 13943 15 173%  64.00[23.04,151.04] -— NCT01780714 2012 Poland RCT B
SW|tCh|ng tO THS use on unnary ll-dehydI‘O-thrOmbOxane BZ McAdarn etal. 2005 Flaceh 2r9 1031 Tr 218 13943 13 17.4% 61.00[24.91,146.91] T the last 4 weeks. mean: 644 pg/mg creatinine vs. 812
Jedelhoven et al, 1990 673.2 3205 13 3326 877 10 127% 340.60[156.15, 525.08] —— Sl SRS, (=000,
levels. Uyarna et al. 1995 1063 244 17 815 183 27 151% 248.00[113.03,382.97] ——
Zedler et al. 2006 11275 2907 50 715 48033 65 14.8% 412.50[270.63, 554.37] ——
. Total (95% CI) 164 162 100.0% 230.87 [117.49, 344.26] <
Materlals and MethOdS Heterogeneity, Tau®= 17414.88: Chi#= 31.17, df = 6 (P < 0.0001) F= 81% T T ot e At the end of the study , those who had
Testfor overall effect £= 3.99 (F = 0.0001) Decreased Increased 234 Caucasian smokers of both uszd Kfls_ hadlongeSr125628Ievells4c2;nfa8rig
PUBMED and SCOPUS searches plus a reference list review were VIAHIn LEroV CLal 2002 N o e o0 e e a/a4h) whils GG smokers lovels
. . . ' remained the same (13.33 £ 6.78 vs.
performed for studies that evaluated the relationship between 13.55 £ 5.62).
smoking or smoking cessation and 11-dehydro-thromboxane B2.
Also, data from our in-house clinical studies that had assessed 11-
dehydro-thromboxane B2 were also included.
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e Measurements of 11-dehydro-thromboxane B2 levels by Lowe etal. 2009 235 127 20 149 065 20 00% 0.86(0.23,1.49
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Testfor overall effect: Z=17.28(F = 0.00001) Decreased Increased

e Published after 1970
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e Review articles, case reports, articles, editorials

Summary and Conclusions
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Andrenli etal, 2011 302 114 22 23 078 22 04%  071(0.131.29] — « Smokers had statistically significantly higher levels of 11-dehydro-
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To quantify the effects of smoking and smoking cessation on 11- Lowe et al. 2008 235 127 20 149 065 20 0.0%  0.86[0.23,1.49  There were not enough studies to perform meta-analyses on the effects
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* Pooled mean differences between smokers and non-smokers Heterageneity: Tau®= 0.00; Chi*= 1.97, df= 2 (F = 0.37); F= 0% 1 levels of 11-dehydro-thromboxane B2, in THS users as compared to CC

and 95% confidence intervals were calculated using the fixed- Testior overall efect. £=17.28 (7 = 0.0000T) Decreased Increased smokers.

effects model In Review Manager version 5.0 (Cochrane * Our study shows that 11-dehydro-thromboxane B2 as clinical risk marker

Collaboration, Oxford, UK). Smoking C 2 TXB? level of inflammation is significantly increased by cigarette smoking
« The degree of heterogeneity between the study results was moKing &essation =VE « The data support that smoking cessation affects levels of 11-dehydro-

 There were 3 published studies assessing the influence on smoking
cessation on urinary 11-dehydro-thromboxane B2 excretion. All three
report decreased levels after cessation

tested by the 12. Funnel plots were used to evaluate publication
bias (Macaskill 2001).

thromboxane B2
« Additionally, the studies assessing THS use showed reductions of 11-
dehydro-thromboxane B2 excretion in those who used THS compared to
conventional cigarette smokers.
According to these findings 11-dehydro-thromboxane B2 would be a
reliable clinical risk endpoint in the assessment of candidate MRTPs.

« 11-dehydro-thromboxane B2 levels decreased as early as 3 days
after cessation o

* The study characteristics are shown in the table below
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block lasted 5 days. during the placebo treatment.
Fifteen smokers quit
ST“O‘?'”Q W'thO.Ut : Three days after smoking
nicotine substitution, : : .
_ - . _ _ 15 used nicotine cessaﬂo_n without nicotine
Smoking Status Cessation THS Smoking Status Cessation Smoking Status THS 60 men and women aged 20-45 chewina aum and 30 substitution, 11-
12 2 2 3 1 1 1 Saareks et al. 2001 Finland Cohort g g gt dehydrothromboxane B2 levels
years used nicotine
were lowered to 75% (P<0.01)
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Smoking Influence on TXB2 levels
Of the 16 studies assessing the levels of 11-dehydro-thromboxane B2
. . The basal excretion of 11-DTX-
IN smokers vs. non-smokers, 10 reported data that could be used In S e £86 e AL Py
. . : . creatinine (mean £+ SEM), which
the mEta_analySIS- AS StUdles reportEd dlﬁerent Un|tS Of measurement1 Rangemark et al. 1993 Sweden Cohort 8 women aged 23-45 years No treatment fell to about 350 pg/mg after

we performed two meta-analyses, one using pg/24 hours and the
other one using pg/mg creatinine. The Forest plots are shown as
follows:

smoking cessation. The fall in
excretion was complete after 3
days.
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