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GENETICS

FROOME, SALBUTAMOL AND THE WADA

6.07.2018

Many professional cyclists are suffering from “asthma”, a diagnosis that can be easily used
like “headache” if you know how to blow a typical lung function test. You are then pre-
scribed beta2 agonists and a get the diagnosis excercise induced asthma.

PROHIBITED AT ALL TIMES © - English v/ < Back
I Substances @ Mon-approved substances BETA-2 AGONISTS
Methods _
e Anabolic agents If a Substance or Method is not defined in this list, please verify

with your Anti-Doping Organization.
Peptide hormones, growth factors, related

substances and mimetics All selective and non-selective beta-2 agenists, including all optical

isomers, are prohibited;
@ Beta-2 agonists

Including, but not limited to:

@ Hormone and metabolic modulators
Fenoterol
Formoterol

@ Diuretics and masking agents Higenamine
Indacaterol

Olodaterol
Procaterol
Reproterol

For good reasons, salbutamol is prohibited by the WADA, the world anti-doping agency. So,
| would expected asthmatic patients to take part in activities like the paralympics for sim-
ple reasons: High-tech prostheses could give runners an unfair advantage and high tech

drugs opening the airways of cyclists will lead to an increased air exchange with less
efforts.

Nevertheless the WADA allows exceptions by providing “TUEs” until 2009, since 2009 a

declaration of use:
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The highest risk for developing asthmatic symptoms is found in endurance
athletes and swimmers. ... Asthmatic athletes commonly use inhaled
R2-agonists to prevent and treat asthmatic symptoms. However,
2-agonists are prohibited according to the Prohibited List of the World
Anti-Doping Agency (WADA). An exception can be made only for the
substances salbuterol and salmeterol by inhalation, as long as a so called
“therapeutic use exemption” (TUE) has been applied for and was granted by
the relevant Anti-Doping authorities, and for salbutamol and salmeterol by
inhalation. Since the beginning of 2011 for the latter two substances neither
a TUE nor a Declaration of Use (DoU) is required as it is for formoterol from
beginning of 2012).

Rules were quite clear in the past: Alessandro Petacchi was banned from November 2007
to August 2008 for salbutamol overdosing; Diego Ulissi received a nine-month suspension
ending in March 2015 after having found almost twice the permitted concentration of
salbutamol in his urine.

The most recent 2 July 2018 decision of the WADA right before the start of the Tour de

France 2018 was unexpected for denying any Adverse Analytical Finding (AAF) in the
Froome case.

Whatever we believe is being correct, it shows at least the inability of the WADA to reach
at any conclusion within a reasonable time period. Froome was already tested positive for
excessive salbutamol on 7 Sept 2017.

The WADA's announcement follows that of the UCI earlier today, which
announced that the anti-doping proceedings involving Mr. Froome have now
been closed. Based on careful consideration of the facts, the Agency
accepts that the analytical result of Mr. Froome’s sample from 7 September
2017 during the Vuelta a Espana, which identified the prohibited substance
Salbutamol at a concentration in excess of the decision limit of 1200
ng/mL(1), did not constitute an Adverse Analytical Finding (AAF).

Unfortunately neither the ASO (the Tour organization) nor cycling fans wanted Christopher
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At present we condemn dopers because our concept of fairness is treated as
absolute and clear, but the truth is that the world is far more complex than
right or wrong. It’s worth bearing in mind that what is seen as ‘unfair’
competition is not set in stone.

Tom Fordyce of the BBC was given exclusive access to data behind Chris Froome’s 2018
Grand Tour victory at the Giro d’Italia, another exceptional ride of Froome (as in the Vuelta
2017 where he was tested positive). Fordyce published, however, only unimportant calo-
rie intakes and irrelevant WhatsApp messages. No “fake news” as Richie Porte said, but
“fog news”.

What | am interested in, is the number of hubs Froome is taking from the inhaler, his inha-

lation technique, any short- and longterm effects on heart rate, power output, VO2max
and maybe even more. Michael Hutchinson makes the point

The problem with this kind of data is that while it is very nice and we
assume it's accurate, it needs context to make sense of it. It makes perfect
internal sense. You need external data. If we knew the power output of
every rider in that lead group over the hills towards the end of this stage, if
there was anything that didn’'t match we’d spot it.

Maybe we even need more than the WADA ever requested from Team Sky?

Chris Froome may have some unusual beta2 receptor variants as we described it as al-

profile, more coronary artery dilation or boostered glycogenolysis? The only way to find
out more, would be DNA testing, performance and excretion studies with and without be-
ta2 agonists. From the literature | would NOT expect so much benefit of salbutamol on gas

exchange but in rare and exceptional cases like Froome, there could be a fair (or unfai)r ad-
vantage: B2-receptor variants improve the metabolic profile, they increase glucose toler-

endurance performance. So Froome might have indeed performance benefits from over-
dosing salbutamol. Did the WADA ever discussed that? It seems that the Guardian has
been arguing in the same way
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It had been expected that the Briton would have to undergo a controlled
pharmacokinetic study, which would have attempted to replicate the
“unique circumstances” that may have caused the abnormal levels of
salbutamol in his body. However, in a statement, Wada accepted this was
not “practicable”.

Just in the own interest of Froome and Team Sky but also in the interest of the WADA and
the “post-doping” cycling era

e Team Sky should release the 1,500 page report.
« WADA can not refer to unpublished salbutamol studies or explain that they have only

performance (otherwise Froome would not take it).

» WADA need to explain in detail why they are making an exception for Froome but not
for Petacchi and Ulissi.

« | think WADA need to sponsor pharmacogenetic studies that exclude any performance
enhancing effects in the therapeutic range.

11 July 2018 WADA publishes a clarification

It was accepted by the UCI, however, that in this case such a study would
not have provided reliable evidence as it would be impossible to adequately
recreate similar conditions to when Mr. Froome was subjected to the test,
taking into account his physical condition, which included an illness,
exacerbated asthmatic symptoms, dose escalation over a short period of
time, dehydration and the fact that he was midway through a multi-day road
cycling race.

Recreating specific conditions is never possible, so it is a weak argument. What is interest-
ing is the detailed statistics about salbutamol use that we did not know before

From the data available to WADA in the Anti-Doping Administration and
Management System (ADAMS), of the 41 completed cases that involved
salbutamol as the only substance: 20% (eight out of 41 cases) resulted in
acquittal. [...] In the same time period, 57 cases contained salbutamol,
either on its own (see above) or in combination with other prohibited
substances, and of those: 14% (eight out of 57 cases) resulted in acquittal.
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So 16% acquittal only... And well, no further criteria for acquittal or suspensions...
15 July 2018

Former pro rider Jens Voigt believes that money rules - the UCI fears the damage they

Wada’s director general, Olivier Niggli, also raised the possibility of Wada
lowering the dosage for which a TUE for salbutamol would be required. [...]
Niggli rejected accusations. “Maybe the finger is being pointed in the wrong
direction - and maybe what needs to be done is to point the finger at how
much we allow athletes to take and maybe be more restrictive. Maybe the
weakness in the system is that we are being too nice,” he added. “Maybe
we need to be tougher and say: ‘You are going to have to take less,
otherwise you need a TUE."”

Looks a bit like a bazaar now.

Niggli also insisted that the fact Froome was not sanctioned was not unusual
for salbutamol cases and that 20% of such cases have a similar result.
“These cases are not black and white, which means they require a process,”
he said. “I know a lot of people would love it if it was positive or negative,
but it is not the case. So until we have a different test, or the science
evolves, we will have to deal with it.”

Olivier Rabin, the World Anti-Doping Agency'’s director of science, is quoted as
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Under current rules athletes are allowed a maximum of 1600 micograms of
salbutamol over 24 hours, with no more than 800mg taken in a 12-hour
period. But Wada's director of science, Dr Olivier Rabin, suggested those
limits could potentially be cut by between a quarter and a half [...]

Froome provided a number of elements, some of which were specific to his
case, such as the increase in concentration [compared to the tests
undertaken in the preceding days], for example. There was, it seems, a
worsening in his asthma due to an infection [...] He took a certain number of
medicines to treat it and other elements linked to his diet were also taken
into account, as were dietary supplements. And other things too.

Froome seriously ill on that day? Finishing as 23rd rider of 16277

== 2017 » 72nd Vuelta a Espaiia (2.UWT)
Stage 18 » Suances > Santo Toribio de Liébana (169k)

STAGE Gc Wromnts koM T TEAMS « PREVIOUS ~ NEXT » Race information
Date: 7th September 2017
All teams + 1| All nations +  Remove filter Avg. speed winner: 40.62
—. — e i km/h
AoaiBEsRL ok postion WYTTTTS L TR Race category: Men Elite
Rnk  Rider Team ucr  Pnt time  MALLNAUARIAW start/finish: Suances > Santo
1 LI ARMEE Sander Lotto Soudal 100 80 4:00:39 om0 de Hichana
Parcours type: a«

2 B LUTSENKO Alexey Astana Pro Team 40 50 0:31 PCS point scale: GT.E.Stage
3 i VISCONTI Giovanni Bahrain Merida Pro Cycling Team 20 35 0:46  Race profile
4 i § GOUGEARD Alexis AG2R La Mondiale 12 25 1:02
5 = ROJAS José Joaguin Maovistar Team 4 18 1:06

SUANCES SANTO TORIBIO DE LIEBANA
6 i § DE MARCHI Alessandro BMC Racing Team 15 119 Q" e b

° 20
7 i § TRENTIN Matteo Quick-Step Floors 12 121
B = PARDILLA Sergio Caja Rural - Seguros RGA 10 "
9 == TOLHOEK Antwan Team LottoNL-Jumbao 8 1:38
10 I § ROUX Anthony FDJ 6 142
11 == KOMNRAD Patrick BORA - hansgrohe 5 1:57
12 == REYES Aldemar Manzana Postobon 4 2:02
13 B § ALAPHILIPPE Julian Quick-Step Floors 3 2:20
14 g MOHORIC Matej UAE Team Emirates 2 2:49
15 L ROSSETTO Stephane Cofidis, Solutions Crédits 1 3:26 Websites:

s i ('-,www.lavuelta.com

16 == SOLER Marc Movistar Team 341 G www.twitter.com/lavuelta
hir g = SKUIINS Toms Cannondale-Drapac Pro Cycling Team 3:57 B vwww.facebook.com/lavuelta
18 N MAISON Jérémy FDJ 4:14
19 I § CHEVRIER Clément AG2R La Mondiale 9:31  Race ranking position
20 L§ ARU Fabio Astana Pro Team 9:56 | 21% | 844 pnt | ranking breakdown
21 = CONTADOR Alberto Trek - Segafredo 10:08 Position and points as on startdate of race.
22 I+l WOODS Michael Cannondale-Drapac Pro Cycling Team » Advertisement
23 gts FROOME Christopher Team Sky
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Something needs reviewing massively. | don’t think WADA have a massive
amount of money, they need more investment. They were set up 20 years
ago and their rules were probably written then, so perhaps they need to be
re-written. But to really combat doping in sport and the more secret ways
people are finding to dope in sport they need more money and funding.

And who has finally cleared the case - the WADA or the UCI?
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