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Instructions:	  Unfortunately,	  the	  manuscript	  system	  did	  not	  allow	  for	  Microsoft	  
Excel	  files	  as	  supplementary	  files,	  only	  Microsoft	  Word.	  	  Therefore	  we	  have	  
prepared	  this	  file	  to	  share	  our	  underlying	  dataset.	  	  To	  work	  with	  the	  data	  
below,	  it	  may	  be	  easiest	  to	  select	  the	  table	  below	  and	  copy	  all	  values	  into	  a	  
spreadsheet	  program	  e.g.	  Excel.	  
	  

Trial	  ID	   ROB	  element	  

2012	  
assessmen
t	   2012	  rationale	  

2014	  
assessmen
t	  (with	  
unclear)	  

2014	  
assessmen
t	   2014	  rationale	  

M76001	  

Random	  sequence	  
generation	  (selection	  
bias)	   Low	  

	  
Low	   Low	   Randomisation	  list	  shows	  random	  sequence	  and	  centralised	  phone	  driven	  system	  was	  used	  

M76001	  
Allocation	  concealment	  
(selection	  bias)	   Low	  

	  
Low	   Low	   Centralised	  phone	  driven	  system	  

M76001	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  

	  
Unclear	   High	   Because	  in	  the	  absence	  of	  IPD	  and	  CRFs	  we	  cannot	  account	  for	  all	  participants	  

M76001	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   Unclear	   Unclear	  how	  complications	  of	  influenza	  were	  defined	  clinically	   Unclear	   High	   Unclear	  how	  complications	  of	  influenza	  were	  defined	  clinically	  

M76001	  

A159:	  Incomplete	  
outcome	  data	  (attrition	  
bias)	  safety	  
Safety	  data	   Low	  

	  
Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

M76001	  

A159:	  Selective	  
reporting	  (reporting	  
bias)	   Low	  

	  
High	   High	   Certificate	  of	  analysis	  missing	  

M76001	   A159:	  Other	  bias	  
	  

Unclear	   High	   Potentially	  active	  placebo	  

M76001	  

A159:	  Blinding	  of	  
participants	  and	  
personnel	  (performance	  
bias)	  	  
All	  outcomes	   Unclear	   Capsule	  size,	  but	  no	  details	  of	  colour	  or	  taste	  or	  contents	   Unclear	   High	   Capsule	  size,	  but	  no	  details	  of	  colour	  or	  taste	  or	  contents	  

M76001	  

A159:	  Blinding	  of	  
outcome	  assessment	  
(detection	  bias)	  	  
All	  outcomes	   Low	  

	  
Low	   Low	   Centrally	  generated	  randomisation	  code	  pdf	  page	  20	  

NV16871	  

Random	  sequence	  
generation	  (selection	  
bias)	   Low	  

	  
Low	   Low	   Randomisation	  list	  shows	  random	  sequence	  and	  centralised	  phone	  driven	  system	  was	  used	  

NV16871	  
Allocation	  concealment	  
(selection	  bias)	   Low	  

	  
Low	   Low	   Centralised	  phone	  driven	  system	  
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NV16871	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  

	  
Unclear	   High	   Because	  in	  the	  absence	  of	  IPD	  and	  CRFs	  we	  cannot	  account	  for	  all	  participants	  

NV16871	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   Low	  

	  
Unclear	   High	   Unclear	  how	  complications	  of	  influenza	  were	  defined	  clinically	  

NV16871	  

A159:	  Incomplete	  
outcome	  data	  (attrition	  
bias)	  	  
Safety	  data	   Low	  

	  
Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

NV16871	   A159:	  Selective	  reporting	  (reporting	  bias)	   High	   High	   SAP	  and	  certificates	  of	  analysis	  and	  amendments.	  GCP	  infringements	  noted	  in	  two	  centres	  
NV16871	   A159:	  Other	  bias	  

	  
Unclear	   High	   Placebo	  content	  unclear	  

NV16871	  

A159:	  Blinding	  of	  
participants	  and	  
personnel	  (performance	  
bias)	  	  
All	  outcomes	   Unclear	   Placebo	  colour/taste/contents	  not	  clear	   Unclear	   High	   Placebo	  colour/taste/contents	  not	  clear	  

NV16871	  

A159:	  Blinding	  of	  
outcome	  assessment	  
(detection	  bias)	  	  
All	  outcomes	   Low	  

	  
Low	   Low	   Centrally	  randomised	  scheme	  

WP16263	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	  	   Unclear	  risk	  Described	  as	  randomised;	  procedure	  generating	  randomisation	  schedule	  not	  available	   Low	  	   Low	  	   randomisation	  numbers	  generated	  by	  Roche,	  but	  more	  details	  of	  method	  and	  randomisation	  schedule	  not	  available	  

WV1567
0	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	   Described	  as	  randomised;	  procedure	  generating	  randomisation	  schedule	  not	  available	   Unclear	   High	  

Some	  discrepancies	  were	  noted	  from	  the	  module	  2	  summary	  regarding	  the	  treatment	  group	  assignment	  of	  participants	  
experiencing	  adverse	  events.	  This	  does	  not	  necessarily	  implicate	  the	  method	  for	  generating	  the	  randomization	  
sequence,	  but	  could	  affect	  ITT	  and	  Safety	  Populations.	  	  	  	  

WV1567
0	  

Allocation	  concealment	  
(selection	  bias)	   Low	  	  

"The	  randomisation	  numbers	  were	  generated	  by	  a	  central	  randomisation	  service,	  ICTI	  (Interactive	  Clinical	  Technologies	  
inc.,	  Princeton,	  NJ,	  USA)."	  
"The	  investigator	  telephoned	  the	  centre	  to	  report	  the	  subject’s	  initials,	  date	  of	  birth	  and	  smoking	  history.	  
The	  randomization	  number	  was	  then	  supplied	  by	  the	  centre	  in	  the	  form	  of	  a	  message	  on	  an	  interactive	  voice	  response	  
system	  (IVRS).	  The	  	  investigator	  	  entered	  the	  randomization	  number	  in	  the	  appropriate	  place	  on	  the	  case	  report	  form."	   Low	   low	  

"The	  randomisation	  numbers	  were	  generated	  by	  a	  central	  randomisation	  service,	  ICTI	  (Interactive	  Clinical	  Technologies	  
inc.,	  Princeton,	  NJ,	  USA)."	  
"The	  investigator	  telephoned	  the	  centre	  to	  report	  the	  subject’s	  initials,	  date	  of	  birth	  and	  smoking	  history.	  
The	  randomization	  number	  was	  then	  supplied	  by	  the	  centre	  in	  the	  form	  of	  a	  message	  on	  an	  interactive	  voice	  response	  
system	  (IVRS).	  The	  	  investigator	  	  entered	  the	  randomization	  number	  in	  the	  appropriate	  place	  on	  the	  case	  report	  form."	  

WV1567
0	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   High	  	   Available	  data	  analyzed	  by	  ITTI	  population	  and	  not	  ITT.	   Unclear	   High	  

Appendix	  19	  (Time	  to	  Alleviation	  of	  All	  Symptoms	  (ITT	  population))	  has	  summary	  info	  for	  ITT.	  However,	  the	  extent	  of	  
missing	  data	  is	  unknown	  for	  this	  outcome.	  
	  
	  
	  
	  
	  
	  

WV1567
0	  

Incomplete	  outcome	  
data	  (attrition	  bias),	   High	  	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	   Unclear	   High	  

Incomplete	  outcome	  data	  on	  complications	  is	  very	  likely	  given	  the	  inadequacies	  present	  in	  the	  way	  info	  on	  
complications	  was	  collected.	  	  In	  summary,	  this	  was	  to	  ask	  patients	  to	  self-‐report	  complications	  at	  Day	  8	  and	  Day	  21	  
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complications	  of	  
influenza	  

(folLow-‐up	  visit	  at	  end	  of	  the	  study).	  

WV1567
0	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	  	   Based	  on	  all	  participants	  irrespective	  of	  compliance	  with	  treatment	  or	  infection	  status	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1567
0	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   High	  	   Outcomes	  of	  primary	  interest	  for	  the	  ITT	  population	  not	  made	  available	  to	  the	  review	  authors	   High	  	   High	  	  

Secondary	  illnesses	  were	  patient	  reported	  (see	  CRFs	  on	  PDF	  p.732	  and	  754/1032).	  
	  
	  
	  
	  
	  
Furthermore,	  	  
the	  body	  of	  the	  CSR	  states	  that	  complications	  requiring	  antibiotic	  treatment	  were	  specified	  a	  priori	  (PDF	  p.65),	  but	  even	  
in	  the	  final	  version	  of	  the	  Protocol	  for	  which	  we	  have	  the	  full	  text	  (PDF	  p.687),	  there	  is	  no	  pre-‐defined	  list	  of	  secondary	  
illnesses	  (i.e.	  no	  mention	  of	  pneumonia,	  bronchitis,	  sinusitis,	  or	  otitis	  in	  the	  Protocol),	  nor	  did	  complications	  have	  
anything	  to	  do	  with	  antibiotic	  treatment	  according	  to	  the	  Protocol,	  nor	  does	  the	  CRF	  (PDF	  p.754)	  mention	  specific	  
secondary	  illnesses	  by	  name.	  
	  
In	  addition,	  the	  protocol	  does	  not	  pre-‐specify	  any	  secondary	  illnesses.	  	  They	  first	  appear	  in	  the	  RAP,	  and	  are	  in	  the	  core	  
report	  (module	  1).	  	  The	  protocol	  indicates	  that	  the	  data	  would	  be	  collected,	  so	  the	  absence	  of	  mention	  of	  secondary	  
illnesses	  as	  an	  outcome	  (even	  tertiary)	  is	  hard	  to	  explain—simple	  oversight?	  
	  	  
(RH):	  	  In	  addition,	  decision	  of	  ITTI	  selection	  for	  primary	  outcome	  for	  reporting	  itself	  may	  be	  the	  selective	  reporting	  bias	  
at	  the	  start,	  because	  this	  could	  break	  balance	  between	  both	  groups.	  	  
This	  bias	  may	  have	  both	  factor	  of	  patient	  selection	  (selection	  bias)	  and	  reporting	  selection	  (reporting	  bias),	  although	  
they	  were	  pre-‐specified.	  

WV1567
0	   Other	  bias	   Unclear	  	   Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	   Unclear	   High	  

Protocol	  (PDF	  p.647)	  says	  Dehydrocholic	  Acid	  and	  Dibasic	  Calcium	  	  Phosphate	  Dihydrate	  were	  in	  Tamiflu	  as	  well	  as	  
placebo	  capsules.	  	  If	  this	  is	  the	  case,	  why	  did	  Roche	  state	  in	  another	  CSR	  that	  the	  dehydrocholic	  acid	  was	  added	  to	  the	  
placebo	  to	  match	  the	  bitter	  taste	  of	  Tamiflu?	  
	  
	  
The	  certificate	  of	  analysis	  (p834/1032)	  says	  capsule	  No	  1	  (placebo)	  contains	  6.13	  mg	  of	  dehydrocholic	  acid.	  

WV1567
0	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	  	  

"In	  order	  to	  maintain	  blinding,	  each	  subject	  had	  2	  bottles	  of	  medication	  for	  each	  dose	  interval.	  1	  capsule	  was	  
administered	  from	  each	  bottle	  twice	  per	  day	  at	  approximately	  12	  hour	  intervals.	  The	  first	  dose	  was	  administered	  during	  
the	  first	  (day	  1)	  visit	  
Each	  bottle	  was	  labelled	  with	  the	  subject	  number	  and	  contained	  identical	  capsules	  of	  either	  active	  compound	  or	  
placebo.	  Those	  subjects	  receiving	  75	  mg	  bid	  received	  one	  capsule	  containing	  75	  mg	  	  from	  one	  bottle	  and	  a	  
matching	  capsule	  containing	  placebo	  from	  the	  other	  bottle	  at	  each	  dosing.	  Subjects	  receiving	  doses	  of	  150	  mg	  bid	  
received	  one	  capsule	  containing	  75	  mg	  active	  drug	  from	  each	  bottle	  at	  each	  dosing."	  	   Low	   Low	  

In	  addition	  to	  previous	  reasons:	  certificate	  of	  analysis	  suggests	  both	  placebo	  and	  Tamiflu	  capsule	  are	  the	  same	  size	  and	  
color	  

WV1567
0	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Low	  	  

"No	  open	  key	  to	  the	  randomisation	  code	  was	  available	  at	  the	  Study	  Center,	  to	  the	  Roche	  Monitors,	  Statisticians	  or	  at	  
Roche	  Headquarters.	  In	  the	  event	  of	  a	  medical	  emergency	  the	  blind	  could	  be	  	  broken,	  if	  this	  was	  considered	  absolutely	  
necessary	  to	  properly	  manage	  the	  subject,	  by	  contacting	  the	  randomisation	  centre.	  
The	  blinding	  was	  not	  required	  to	  be	  broken	  for	  any	  subject	  during	  the	  study."	   Low	   Low	  

"No	  open	  key	  to	  the	  randomisation	  code	  was	  available	  at	  the	  Study	  Center,	  to	  the	  Roche	  Monitors,	  Statisticians	  or	  at	  
Roche	  Headquarters.	  In	  the	  event	  of	  a	  medical	  emergency	  the	  blind	  could	  be	  	  broken,	  if	  this	  was	  considered	  absolutely	  
necessary	  to	  properly	  manage	  the	  subject,	  by	  contacting	  the	  randomisation	  centre.	  
The	  blinding	  was	  not	  required	  to	  be	  broken	  for	  any	  subject	  during	  the	  study."	  

WV1567 Random	  sequence	   Unclear	   Described	  as	  randomised;	  procedure	  generating	   Low	   Low	   Telephone	  access	  available	  
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1	   generation	  (selection	  
bias)	  

randomisations	  schedule	  not	  available	  

WV1567
1	  

Allocation	  concealment	  
(selection	  bias)	   Low	  

“Randomisation	  was	  conducted	  by	  a	  central	  randomisations	  service	  by	  telephone.	  
The	  investigator	  /study	  coordinator	  telephoned	  the	  randomisations	  centre	  giving	  
the	  subjects	  initials,	  date	  of	  birth	  and	  smoking	  history	  and	  the	  treatment	  number	  was	  then	  supplied	  by	  the	  centre.	  The	  
randomisations	  
number	  was	  entered	  in	  the	  appropriate	  
place	  on	  the	  subject’s	  Case	  Report	  Form	  by	  the	  investigator.”	   Low	   Low	  

“Randomisation	  was	  conducted	  by	  a	  central	  randomisations	  service	  by	  telephone.	  
The	  investigator	  /study	  coordinator	  telephoned	  the	  randomisations	  centre	  giving	  
the	  subjects	  initials,	  date	  of	  birth	  and	  smoking	  history	  and	  the	  treatment	  number	  was	  then	  supplied	  by	  the	  centre.	  The	  
randomisations	  
number	  was	  entered	  in	  the	  appropriate	  
place	  on	  the	  subject’s	  Case	  Report	  Form	  by	  the	  investigator.”	  

WV1567
1	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  

Data	  from	  study	  participants	  without	  influenza	  
were	  available	  for	  symptom	  relief	   Unclear	   High	  

Missing	  data	  imputed	  but	  number	  missing	  not	  provided	  
Higher	  attrition	  in	  treatment	  groups	  for	  fever	  (Appendix	  23)	  

WV1567
1	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  
production	  makes	  the	  assessment	  of	  influenza	  
status	  and	  associated	  complications	  
in	  the	  infected	  subpopulation	  non-‐comparable	  
between	  the	  treatment	  groups	   Unclear	   High	  

Diagnosis	  of	  complication	  not	  standardized	  and	  based	  on	  objective	  criteria.	  Method	  of	  diagnosis	  was	  based	  on	  local	  
centre	  definitions.	  Unknown	  what	  effect	  this	  could	  have	  on	  classification	  of	  outcome	  

WV1567
1	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	  

Based	  on	  all	  participants	  irrespective	  of	  
compliancewith	  treatment	  or	  infection	  status	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1567
1	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   Low	  

Outcomes	  of	  primary	  interest	  for	  the	  ITT	  
population	  available	  in	  the	  CONSORT	  reconstruction	   High	   High	  

Missing	  summary	  table	  of	  hospitalisations	  
	  	  
ITT	  data	  provided	  in	  modules	  3-‐5	  

WV1567
1	   Other	  bias	   High	   Placebo	  contained	  dehydrocholic	  acid	   Unclear	   High	  

Unknown	  what	  effect	  additional	  substances	  in	  placebo	  could	  have	  on	  AEs	  
Number	  of	  centers	  in	  M1	  not	  consistent	  with	  M2	  (60	  versus	  57)	  

WV1567
1	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	  

Matching	  placebo	  used	  
“In	  order	  to	  maintain	  the	  double	  blind	  nature	  
of	  the	  study,	  subjects	  received	  2	  capsules	  
twice	  daily	  for	  all	  treatments.”	  
“The	  identification	  number	  was	  added	  by	  
the	  investigator	  at	  the	  time	  of	  randomisations”	  
“No	  open	  key	  to	  the	  code	  was	  available	  at	  
the	  Study	  Center...”	   Low	   Low	  

	  

WV1567
1	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Low	  

“The	  identification	  number	  was	  added	  by	  
the	  investigator	  at	  the	  time	  of	  randomisations.”	  
“No	  open	  key	  to	  the	  code	  was	  available	  at	  
the	  Study	  Center,	  to	  the	  Monitors,	  Statisticians	  
or	  at	  Gilead/Roche	  Headquarters”	   Low	   Low	  

	  WV1567
3	  
WV1569
7	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	   Described	  as	  randomised;	  procedure	  generating	  randomisations	  schedule	  not	  available	   Unclear	   High	   Absence	  of	  information	  on	  randomisation	  procedure	  

WV1567
3	  
WV1569

Allocation	  concealment	  
(selection	  bias)	   Unclear	  	   Inadequate	  information	  available	  to	  ascertain	  concealment	  of	  allocation	   Unclear	   High	  

In	  the	  M1	  at	  page	  23:	  “The	  subject	  randomization	  numbers	  were	  generated	  by	  Roche	  and	  incorporated	  into	  double-‐
blind	  labeling.	  No	  open	  key	  was	  available	  at	  any	  of	  the	  study	  sites	  or	  to	  any	  Roche	  personnel	  involved	  with	  the	  study”.	  I	  
take	  this	  to	  mean	  that	  Roche	  generated	  the	  codes	  and	  stuck	  them	  on	  the	  packaging	  and	  ICTI	  allocated	  through	  phone	  
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7	   in.	  	  
WV1567
3	  
WV1569
7	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  	   Not	  applicable	  to	  the	  study	  design	  (prophylaxis)	   High	   High	   Effect	  of	  oseltamivir	  on	  antibody	  response	  impacting	  on	  diagnosis	  

WV1567
3	  
WV1569
7	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	   High	   High	   No	  change	  

WV1567
3	  
WV1569
7	  

A159:	  Incomplete	  
outcome	  data	  (attrition	  
bias)	  	  
Safety	  data	   Low	  	   Based	  on	  all	  randomised	  participants	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1567
3	  
WV1569
7	  

A159:	  Selective	  
reporting	  (reporting	  
bias)	   Low	  	   Outcomes	  of	  primary	  interest	  for	  the	  ITT	  population	  available	  in	  the	  CONSORT-‐based	  extraction	  reconstruction	   High	   High	   Original	  protocol	  missing	  

WV1567
3	  
WV1569
7	   A159:	  Other	  bias	   Unclear	  	   Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	   High	   High	  

The	  dataset	  for	  the	  study	  is	  aggregated	  from	  two	  separate	  trials.	  The	  placebo	  event	  rates	  for	  influenza	  infection	  are	  
very	  different	  and	  their	  aggregation	  conceals	  the	  variation	  between	  the	  results	  of	  the	  different	  studies.	  We	  tried	  
separating	  estimates	  of	  effect	  for	  individual	  participants	  in	  the	  2	  trials.	  	  We	  failed	  because	  although	  participants	  ID	  
codes	  and	  centres	  were	  known,	  centre	  codes	  were	  redacted	  from	  individual	  participant	  listings,	  therefore	  we	  could	  not	  
disaggregate	  results	  by	  trial	  for	  use	  in	  meta-‐analysis	  

WV1567
3	  
WV1569
7	  

A159:	  Blinding	  of	  
participants	  and	  
personnel	  (performance	  
bias)	  	  
All	  outcomes	   Unclear	  	   Capsule	  size,	  but	  no	  details	  of	  colour	  or	  taste	  or	  contents	   Unclear	   High	   Capsule	  size,	  but	  no	  details	  of	  colour	  or	  taste	  or	  contents	  

WV1567
3	  
WV1569
7	  

A159:	  Blinding	  of	  
outcome	  assessment	  
(detection	  bias)	  	  
All	  outcomes	   Unclear	  	   Inadequate	  information	  available	  to	  ascertain	  whether	  outcome	  assessors	  were	  aware	  of	  treatment	  group	  assignment	   Low	   Low	   “No	  open	  key	  to	  the	  code	  was	  available	  

WV1570
7	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	   Described	  as	  randomised;	  procedure	  generating	  randomisations	  schedule	  not	  available	   Low	   Low	   Central	  randomisation	  service	  by	  phone	  

WV1570
7	  

Allocation	  concealment	  
(selection	  bias)	   Low	  	  

"Randomization	  was	  performed	  by	  a	  central	  randomisations	  service.	  The	  investigator	  telephoned	  the	  centre	  to	  report	  
the	  subject’s	  date	  of	  birth,	  vaccination	  status	  and	  history	  of	  COAD.	  The	  treatment	  number	  was	  then	  supplied	  by	  the	  
randomisation	  centre."	   Low	   Low	  

"Randomization	  was	  performed	  by	  a	  central	  randomisations	  service.	  The	  investigator	  telephoned	  the	  centre	  to	  report	  
the	  subject’s	  date	  of	  birth,	  vaccination	  status	  and	  history	  of	  COAD.	  The	  treatment	  number	  was	  then	  supplied	  by	  the	  
randomisation	  centre."	  

WV1570
7	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   High	  	   Available	  data	  analyzed	  by	  ITTI	  population	  and	  not	  ITT	   Unclear	   High	   Because	  in	  the	  absence	  of	  IPD	  and	  CRFs	  we	  cannot	  account	  for	  all	  participants	  

WV1570
7	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	   Unclear	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups.	  	  
Low	  rates	  of	  attrition	  from	  treatment	  groups	  were	  noted.	  
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WV1570
7	  

A159:	  Incomplete	  
outcome	  data	  (attrition	  
bias)	  	  
Safety	  data	   Low	  	   Based	  on	  all	  randomised	  participants	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1570
7	  

A159:	  Selective	  
reporting	  (reporting	  
bias)	   High	  	   Outcomes	  of	  primary	  interest	  for	  the	  ITT	  population	  not	  made	  available	  to	  the	  review	  authors	   High	   High	   Outcomes	  of	  primary	  interest	  for	  the	  ITT	  population	  not	  made	  available	  to	  the	  review	  authors	  

WV1570
7	   A159:	  Other	  bias	   Unclear	  	   Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	   Unclear	   High	   Placebo	  contained	  dehydrocholic	  acid	  at	  a	  dose	  of	  6.3mg.	  

WV1570
7	  

A159:	  Blinding	  of	  
participants	  and	  
personnel	  (performance	  
bias)	  	  
All	  outcomes	   Low	  	   Presentation	  of	  placebo	  described	  as	  identical	   Low	   Low	   Presentation	  of	  placebo	  described	  as	  identical	  

WV1570
7	  

A159:	  Blinding	  of	  
outcome	  assessment	  
(detection	  bias)	  	  
All	  outcomes	   Unclear	  	   Inadequate	  information	  available	  to	  ascertain	  whether	  outcome	  assessors	  were	  aware	  of	  treatment	  group	  assignment	   Low	   Low	   Centrally	  generated	  randomisation	  code	  pdf	  page	  23	  

WV1570
8	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	   Randomization	  numbers	  generated	  by	  Roche,	  but	  more	  details	  of	  method	  and	  randomisations	  schedule	  not	  available	   Unclear	   High	   Randomisation	  numbers	  generated	  by	  Roche,	  but	  more	  details	  of	  method	  and	  randomisation	  schedule	  not	  available	  

WV1570
8	  

Allocation	  concealment	  
(selection	  bias)	   Unclear	  	   Insufficient	  details	  given	  	   Unclear	   High	   Insufficient	  details	  given	  	  

WV1570
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  	   Outcomes	  available	  on	  all	  patients	  who	  completed	  trial,	  acceptable	  drop	  out	  rates.	  	   High	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups.	  	  
Low	  rates	  of	  attrition	  from	  treatment	  groups	  were	  noted.	  

WV1570
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   Low	  

	  
High	   High	   Patient	  reported	  outcomes	  

WV1570
8	  

A159:	  Incomplete	  
outcome	  data	  (attrition	  
bias)	  	  
Safety	  data	   Low	  	   Outcome	  data	  on	  all	  patients	  provided.	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1570
8	  

A159:	  Selective	  
reporting	  (reporting	  
bias)	   Low	  	   Outcome	  data	  reported.	  	   High	   High	  

Postdates	  changes	  to	  protocol	  after	  closure	  of	  enrolment.	  Outcome	  changes	  to	  be	  consitent	  with	  data	  collected!!!	  Pdf	  p	  
457	  

WV1570
8	   A159:	  Other	  bias	   Unclear	  	  

Placebo	  contents	  and	  colour	  and	  similarity	  to	  active	  drug	  not	  described,	  Very	  	  Low	  rates	  of	  influenza	  or	  ILI	  in	  trial	  ,	  so	  
could	  not	  analyze	  for	  primary	  outcome	  of	  efficacy	   Unclear	   High	  

Placebo	  contents	  and	  colour	  and	  similarity	  to	  active	  drug	  not	  described,	  Very	  	  Low	  rates	  of	  influenza	  or	  ILI	  in	  trial	  ,	  so	  
could	  not	  analyze	  for	  primary	  outcome	  of	  efficacy	  

WV1570
8	  

A159:	  Blinding	  of	  
participants	  and	  
personnel	  (performance	  
bias)	  	  
All	  outcomes	   Low	  	  

	  
Unclear	   High	   Information	  on	  appearance	  of	  placebo	  capsules	  not	  available.	  	  
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WV1570
8	  

A159:	  Blinding	  of	  
outcome	  assessment	  
(detection	  bias)	  	  
All	  outcomes	   Low	  	   Outcome	  assessors	  were	  blind	   Low	   Low	   Centrally	  generated	  randomisation	  code	  pdf	  page	  22	  

WV1573
0	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  

Described	  as	  randomised;	  procedure	  generating	  
randomisations	  schedule	  not	  available	   Unclear	   High	   Original	  randomization	  list	  not	  provided	  

WV1573
0	  

Allocation	  concealment	  
(selection	  bias)	   Low	  

“Randomization	  was	  performed	  by	  a	  central	  
randomisations	  service.	  The	  investigator	  
telephoned	  the	  centre	  to	  report	  the	  subject’s	  date	  of	  birth,	  vaccination	  status	  and	  smoking	  status.	  The	  treatment	  
number	  was	  then	  supplied	  by	  the	  randomisations	  centre.”	   Low	   Low	  

“Randomization	  was	  performed	  by	  a	  central	  
randomisations	  service.	  The	  investigator	  
telephoned	  the	  centre	  to	  report	  the	  subject’s	  date	  of	  birth,	  vaccination	  status	  and	  smoking	  status.	  The	  treatment	  
number	  was	  then	  supplied	  by	  the	  randomisations	  centre.”	  

WV1573
0	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   High	  

Available	  data	  analysed	  by	  ITTI	  population	  
and	  not	  ITT	   Unclear	   High	  

	  
Missing	  data	  imputed;	  number	  missing	  not	  reported	  

WV1573
0	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  
production	  makes	  the	  assessment	  of	  influenza	  
status	  and	  associated	  complications	  
in	  the	  infected	  subpopulation	  non-‐comparable	  
between	  the	  treatment	  groups	   Unclear	   High	  

Diagnosis	  of	  complication	  not	  standardized	  and	  based	  on	  objective	  criteria.	  Method	  of	  diagnosis	  was	  based	  on	  local	  
centre	  definitions.	  Unknown	  what	  effect	  this	  could	  have	  on	  classification	  of	  outcome	  

WV1573
0	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	   Based	  on	  all	  randomised	  participants	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1573
0	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   High	  

Outcomes	  of	  primary	  interest	  for	  the	  ITT	  
population	  not	  made	  available	  to	  the	  review	  authors	   High	   High	   70%	  underrecuitment	  

WV1573
0	   Other	  bias	  

High	  
	  
	  

Placebo	  capsule	  contained	  dehydrocholic	  acid	   Unclear	   High	  

Placebo	  capsule	  contained	  dehydrocholic	  acid.	  Unknown	  what	  effect	  this	  could	  have	  had	  on	  AEs	  
	  
Mentioned	  in	  protocol	  amendment	  that	  South	  American	  (SA)	  sites	  could	  not	  diagnose	  influenza	  by	  culture	  due	  to	  delays	  
in	  processing	  however	  there	  is	  no	  mention	  in	  M1	  or	  rest	  of	  M2	  that	  SA	  sites	  were	  included???	  

WV1573
0	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	   Matching	  placebo.	  	   Low	   Low	   Certificates	  of	  analysis	  show	  identical	  colour	  &	  size	  

WV1573
0	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Low	  

“No	  open	  key	  to	  the	  code	  was	  available	  at	  
the	  study	  centre,	  to	  the	  monitors,	  statistician	  
or	  at	  Roche	  Headquarters.	  In	  the	  
event	  of	  a	  medical	  emergency	  the	  blinding	  
was	  to	  be	  broken	  if	  considered	  absolutely	  
mandatory	  to	  properly	  manage	  the	  patient	   Low	   Low	   Centrally	  generated	  randomization	  code.	  

WV1575
8	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  

Described	  as	  randomised;	  procedure	  generating	  
randomisations	  schedule	  not	  available	   Unclear	   High	   Original	  randomisations	  not	  provided	  in	  randomization	  list	  

WV1575
8	  

Allocation	  concealment	  
(selection	  bias)	   Low	  

“Randomization	  was	  conducted	  by	  a	  central	  
randomisations	  service,	  ICTI	  (Interactive	   Low	   Low	  

“Randomization	  was	  conducted	  by	  a	  central	  
randomisations	  service,	  ICTI	  (Interactive	  
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Clinical	  Technologies	  Inc.,	  Princeton,	  
NJ).	  The	  investigator	  telephoned	  the	  
centre	  to	  report	  the	  subject’s	  date	  of	  birth,	  sex,	  and	  weight.	  The	  randomisations	  number	  was	  then	  supplied	  by	  the	  
centre	  in	  the	  form	  of	  a	  message	  on	  an	  interactive	  voice	  
response	  system	  (IVRS).	  The	  investigator	  
entered	  the	  randomisations	  number	  in	  the	  
appropriate	  place	  on	  the	  case	  report	  form.	  
The	  subject	  randomisations	  numbers	  were	  
allocated	  sequentially	  within	  a	  stratum	  in	  
the	  order	  in	  which	  subjects	  were	  enrolled.”	  

Clinical	  Technologies	  Inc.,	  Princeton,	  
NJ).	  The	  investigator	  telephoned	  the	  
centre	  to	  report	  the	  subject’s	  date	  of	  birth,	  sex,	  and	  weight.	  The	  randomisations	  number	  was	  then	  supplied	  by	  the	  
centre	  in	  the	  form	  of	  a	  message	  on	  an	  interactive	  voice	  
response	  system	  (IVRS).	  The	  investigator	  
entered	  the	  randomisations	  number	  in	  the	  
appropriate	  place	  on	  the	  case	  report	  form.	  
The	  subject	  randomisations	  numbers	  were	  
allocated	  sequentially	  within	  a	  stratum	  in	  
the	  order	  in	  which	  subjects	  were	  enrolled.”	  

WV1575
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  

Data	  available	  for	  both	  influenza	  infected	  
and	  non-‐infected	  study	  populations	   Unclear	   High	  

Primary	  outcome	  changed	  during	  trial	  
Missing	  data	  imputed,	  number	  missing	  not	  reported	  

WV1575
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  
production	  makes	  the	  assessment	  of	  influenza	  
status	  and	  associated	  complications	  
in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	   Unclear	   High	  

Diagnosis	  of	  complication	  not	  standardized	  and	  based	  on	  objective	  criteria.	  Method	  of	  diagnosis	  was	  based	  on	  local	  
centre	  definitions.	  Unknown	  what	  effect	  this	  may	  have	  had	  on	  classification	  of	  outcome	  

WV1575
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	   Based	  on	  all	  randomized	  patients	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1575
8	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   Low	  

Outcomes	  of	  primary	  interest	  to	  the	  review	  
for	  ITT	  population	  available	  in	  the	  CONSORT-‐	  
based	  extraction	  reconstruction	   High	   High	  

	  
Original	  protocol	  missing	  pdf	  p	  520	  

WV1575
8	   Other	  bias	   Unclear	   Unable	  to	  ascertain	  placebo	  capsule	  contents	   Unclear	   High	   Dehydrochloric	  acid	  in	  placebo.	  Unknown	  what	  impact	  this	  could	  have	  had	  on	  AEs	  

WV1575
8	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	  

“No	  open	  key	  to	  the	  code	  was	  available	  at	  
the	  study	  centre...”	   Low	   Low	   Cert	  of	  analysis	  available	  at	  pdf	  page	  1042-‐45	  

WV1575
8	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Low	  

“No	  open	  key	  to	  the	  code	  was	  available	  (...	  
)	  to	  the	  Roche	  monitors,	  statisticians	  or	  at	  
Roche	  Headquarters.”	   Low	   Low	   No	  open	  key	  

WV1575
9	  
WV1587
1	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  

Described	  as	  randomised;	  procedure	  generating	  
randomisations	  schedule	  not	  available	   Unclear	   High	   Only	  treatment	  received	  provided	  on	  randomization	  lists	  

WV1575
9	  
WV1587
1	  

Allocation	  concealment	  
(selection	  bias)	   Low	  

The	  subject	  randomizations	  numbers	  will	  
be	  generated	  by	  Roche	  or	  its	  designee	  and	  incorporated	  into	  double-‐blind	  labeling.	  
Randomization	  will	  be	  conducted	  by	  a	  central	  
randomization	  service	  by	  telephone.	   Low	   Low	  

The	  subject	  randomizations	  numbers	  will	  
be	  generated	  by	  Roche	  or	  its	  designee	  and	  incorporated	  into	  double-‐blind	  labeling.	  
Randomization	  will	  be	  conducted	  by	  a	  central	  
randomization	  service	  by	  telephone.	  

WV1575
9	  
WV1587
1	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Unclear	  

Insufficient	  information	  was	  available	  to	  ascertain	  
populations	  for	  analysis	  and	  judge	  
risk	  of	  bias	   Unclear	   High	   Missing	  data	  imputed	  for	  primary	  outcome	  but	  numbers	  missing	  not	  provided	  
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WV1575
9	  
WV1587
1	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   Unclear	  

Insufficient	  information	  was	  available	  to	  ascertain	  
populations	  for	  analysis	  and	  judge	  
risk	  of	  bias	   Unclear	   High	  

Diagnosis	  of	  complication	  not	  standardized	  and	  based	  on	  objective	  criteria.	  Method	  of	  diagnosis	  was	  based	  on	  local	  
centre	  definitions.	  Unknown	  what	  effect	  this	  may	  have	  had	  on	  classification	  of	  outcome	  
	  
	  

WV1575
9	  
WV1587
1	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Unclear	  

Insufficient	  information	  was	  available	  to	  ascertain	  
populations	  for	  analysis	  and	  judge	  
risk	  of	  bias	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1575
9	  
WV1587
1	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   High	  

No	  outcome	  data	  were	  provided	  in	  the	  
study	  CONSORT-‐based	  extraction	  reconstruction	   High	   High	   Missing	  data	  for	  hospitalisations	  ITT	  population	  

WV1575
9	  
WV1587
1	   Other	  bias	   High	  

Placebo	  capsule	  contained	  dehydrocholic	  
acid	   Unclear	   High	  

Placebo	  capsule	  contained	  dehydrocholic	  
Acid.	  Unknown	  what	  effect	  this	  may	  have	  had	  on	  AEs	  

WV1575
9	  
WV1587
1	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	   Matching	  placebo	   Low	   Low	   Certificates	  of	  analysis	  show	  identical	  colour	  &	  size	  pdf	  1034	  

WV1575
9	  
WV1587
1	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Unclear	  

Inadequate	  information	  available	  to	  ascertain	  
whether	  outcome	  assessors	  were	  aware	  
of	  treatment	  group	  assignment	   Low	   Low	  

“No	  open	  key	  to	  the	  code	  was	  available	  (...	  
)	  to	  the	  Roche	  monitors,	  statisticians	  or	  at	  
Roche	  Headquarters.”	  

WV1579
9	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	  	  

Described	  as	  randomised;	  procedure	  generating	  
randomisations	  schedule	  not	  available	   Low	   Low	   Telephone	  available	  

WV1579
9	  

Allocation	  concealment	  
(selection	  bias)	   Unclear	  	  

Inadequate	  information	  available	  to	  ascertain	  
concealment	  of	  allocation	   Low	  	  	   Low	  	  	  

	  
WV1579
9	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  	   Not	  applicable	  to	  the	  study	  design	  (prophylaxis)	   High	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  intervention	  groups.	  	  Only	  sysmptomatic	  
participants	  were	  swabbed.	  Low	  rates	  of	  attrition	  from	  treatment	  groups	  were	  noted.	  

WV1579
9	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  
production	  makes	  the	  assessment	  of	  influenza	  
status	  and	  associated	  complications	  
in	  the	  infected	  subpopulation	  non-‐comparable	  
between	  the	  treatment	  groups	   High	   High	   	  In	  addition	  no	  clear	  statement	  of	  how	  diagnosis	  was	  reached.	  

WV1579
9	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	  	   Based	  on	  all	  randomised	  participants	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1579
9	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   High	  	  

Outcome	  data	  for	  ITT	  population	  were	  not	  
available	  to	  the	  review	  authors	   High	  	  	   High	  	  	   But	  some	  ITT	  data	  are	  reported.	  Original	  protocol	  missing	  
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WV1579
9	   Other	  bias	   Unclear	  	   No	  information	  available	  on	  placebo	  contents	   Unclear	   High	   Placebo	  contains	  dehidrocholic	  acid	  and	  CaPO4	  but	  dose	  is	  known	  

WV1579
9	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Unclear	  	  

Inadequate	  information	  available	  to	  ascertain	  
presentation	  of	  placebo	  capsules	   Low	  	   Low	  	   Certificates	  of	  analysis	  show	  identical	  colour	  

WV1579
9	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Unclear	  	  

Inadequate	  information	  available	  to	  ascertain	  
whether	  outcome	  assessors	  were	  aware	  
of	  treatment	  group	  assignment	   Low	   Low	  

Centrally	  generated	  randomization	  code.	  Randomisation	  key	  only	  available	  to	  the	  clinical	  trial	  supplies	  group	  for	  
packaging	  purposes.	  Some	  participant	  numbers	  in	  M1	  could	  not	  be	  found	  on	  the	  randomization	  list	  (e.g.	  3913	  and	  3921)	  

WV1581
2	  
WV1587
2	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  	   Described	  as	  randomised;	  procedure	  generating	  randomisation	  schedule	  not	  available	   Low	   Low	  

Randomisation	  will	  be	  conducted	  by	  a	  central	  randomisation	  service	  by	  telephone. And	  randomisation	  list	  for	  
Northern	  Hemisphere	  Study	  WV15812	  is	  stratified	  by	  complication	  of	  COAD.	  Randomisation	  list	  for	  Southern	  
Hemisphere	  Study	  WV15872	  show	  that	  it	  was	  block	  randomization	  (block	  size	  =4)	  stratification	  by	  complication	  of	  
COAD	  is	  not	  known.	  

WV1581
2	  
WV1587
2	  

Allocation	  concealment	  
(selection	  bias)	   Low	  	  

"The	  randomisation	  numbers	  were	  generated	  by	  a	  central	  randomisation	  service,	  ICTI	  (Interactive	  Clinical	  Technologies	  
inc.,	  Princeton,	  NJ,	  USA)."	  
"The	  investigator	  telephoned	  the	  centre	  to	  report	  the	  subject’s	  initials,	  date	  of	  birth	  and	  smoking	  history.	  
The	  randomization	  number	  was	  then	  supplied	  by	  the	  centre	  in	  the	  form	  of	  a	  message	  on	  an	  interactive	  voice	  response	  
system	  (IVRS).	  The	  	  investigator	  	  entered	  the	  randomisation	  number	  in	  the	  appropriate	  place	  on	  the	  case	  report	  form."	   Low	   Low	   Description	  at	  pdf	  page	  19	  

WV1581
2	  
WV1587
2	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   High	  	   Available	  data	  analyzed	  by	  ITTI	  population	  and	  not	  ITT.	   Unclear	   High	   Not	  reporting	  missing	  symptoms	  data.	  Available	  data	  analyzed	  by	  ITTI	  population	  and	  not	  ITT.	  

WV1581
2	  
WV1587
2	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	   Unclear	   High	  

Diagnosis	  of	  complication	  not	  standardized	  and	  based	  on	  objective	  criteria.	  Method	  of	  diagnosis	  was	  based	  on	  local	  
centre	  definitions.	  Unknown	  what	  effect	  this	  may	  have	  had	  on	  classification	  of	  outcome	  
	  
	  

WV1581
2	  
WV1587
2	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	  	   Based	  on	  all	  participants	  irrespective	  of	  compliance	  with	  treatment	  or	  infection	  status	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1581
2	  
WV1587
2	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   High	  	   Outcomes	  of	  primary	  interest	  for	  the	  ITT	  population	  not	  made	  available	  to	  the	  review	  authors	   High	   High	   Original	  protocol	  for	  15812	  missing	  

WV1581
2	  
WV1587
2	   Other	  bias	   Unclear	  	   Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	   Unclear	   High	  

Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	  	  Active	  drug	  Ro	  64-‐0796	  batches	  GMZ	  0124/03	  and	  GMZ	  
0129/03;	  Matching	  placebo	  GMZ	  0136.	  

WV1581
2	  
WV1587
2	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	  	   Matching	  placebo	  described	   Unclear	   High	   No	  certificate	  of	  analysis	  to	  confirm	  same	  shape/size/color	  

WV1581 Blinding	  of	  outcome	   Unclear	  	   Inadequate	  information	  available	  to	  ascertain	  whether	  outcome	  assessors	  were	  aware	   Low	  	   Low	  	   From	  M1:	  	  
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2	  
WV1587
2	  

assessment	  (detection	  
bias),	  all	  outcomes	  

of	  treatment	  group	  assignment	   ‘No	  open	  key	  to	  the	  code	  was	  available	  at	  the	  Study	  Centre,	  to	  the	  Monitors,	  Statisticians	  or	  at	  Roche	  Headquarters.	  
The	  blind	  was	  to	  be	  broken	  only	  in	  the	  event	  of	  a	  medical	  emergency	  if	  considered	  absolutely	  necessary	  to	  manage	  the	  
patient.’	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	  

Described	  as	  randomised;	  procedure	  generating	  
randomisations	  schedule	  not	  available	   Low	   Low	   Randomization	  numbers	  in	  list	  provided	  in	  M2	  	  appear	  random	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Allocation	  concealment	  
(selection	  bias)	   Low	  

“Randomization	  was	  conducted	  by	  a	  central	  
randomisations	  service	  via	  telephone.	  
The	  investigator	  or	  study	  coordinator	  telephoned	  the	  randomisations	  centre	  giving	  the	  subject’s	  date	  of	  birth,	  
vaccination	  status	  and	  history	  of	  COAD,	  and	  the	  treatment	  
number	  was	  then	  supplied	  by	  the	  centre.	  The	  randomisations	  number	  was	  entered	  
in	  the	  appropriate	  place	  on	  the	  subject’s	  Case	  Report	  Form	  by	  the	  investigator.	   Low	   Low	  

“Randomization	  was	  conducted	  by	  a	  central	  
randomisations	  service	  via	  telephone.	  
The	  investigator	  or	  study	  coordinator	  telephoned	  the	  randomisations	  centre	  giving	  the	  subject’s	  date	  of	  birth,	  
vaccination	  status	  and	  history	  of	  COAD,	  and	  the	  treatment	  
number	  was	  then	  supplied	  by	  the	  centre.	  The	  randomisations	  number	  was	  entered	  
in	  the	  appropriate	  place	  on	  the	  subject’s	  Case	  Report	  Form	  by	  the	  investigator.	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  

Available	  data	  analysed	  for	  both	  by	  ITTI	  
and	  ITT	  populations	   Unclear	   High	   Missing	  data	  imputed	  but	  number	  missing	  unknown	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  
production	  makes	  the	  assessment	  of	  influenza	  
status	  and	  associated	  complications	  
in	  the	  infected	  subpopulation	  non-‐comparable	  
between	  the	  treatment	  groups	   Unclear	   High	  

Also	  diagnosis	  not	  based	  on	  standardized	  objective	  criteria	  but	  based	  on	  local	  center	  definitions.	  Unknown	  what	  effect	  
this	  may	  have	  had	  on	  classification	  of	  outcome	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	   Based	  on	  all	  randomised	  participants	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Selective	  reporting	  
(reporting	  bias),	  other	  
bias	   Low	  

Outcomes	  of	  primary	  interest	  to	  the	  review	  
are	  available	  in	  the	  CONSORT-‐based	  extraction	  
reconstruction	   High	   High	   Selection	  of	  symptom	  reporting	  after	  major	  protocol	  amendment	  

WV1581
9	  
WV1587
6	  
WV1597 Other	  bias	   High	  

Placebo	  capsule	  contained	  dehydrocholic	  
acid	   Unclear	   High	  

M1	  implies	  active	  contains	  dehydrochloric	  acid	  but	  CA	  suggests	  otherwise.	  Unknown	  what	  effect	  this	  may	  have	  had	  on	  
AEs	  
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8	  
WV1581
9	  
WV1587
6	  
WV1597
8	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Low	   Matching	  placebo	  described	   Low	   Low	   Certificates	  of	  analysis	  show	  identical	  colour	  &	  size	  pdf	  948	  

WV1581
9	  
WV1587
6	  
WV1597
8	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Low	  

“No	  open	  key	  to	  the	  code	  was	  available	  at	  
the	  study	  centres,	  to	  the	  monitors,	  statisticians	  
or	  at	  Roche	  headquarters.	  In	  the	  event	  of	  a	  medical	  emergency	  the	  blind	  could	  be	  broken,	  if	  considered	  absolutely	  
mandatory	  to	  properly	  manage	  the	  subject,	  by	  contacting	  
the	  randomisations	  centre.”	   Low	   Low	  

	  
WV1582
5	  

Random	  sequence	  
generation	  (selection	  
bias)	   Unclear	   Described	  as	  randomised;	  procedure	  generating	  randomisations	  schedule	  not	  available	   Unclear	   High	  

Centrally	  generated	  randomization	  code.	  No	  detailsRandomisation	  key	  only	  available	  to	  the	  clinical	  trial	  supplies	  group	  
for	  packaging	  purposes.	  Some	  participant	  numbers	  in	  M1	  could	  not	  be	  found	  on	  the	  randomization	  list	  (e.g.	  3913	  and	  
3921)	  

WV1582
5	  

Allocation	  concealment	  
(selection	  bias)	   Unclear	   Inadequate	  information	  available	  to	  ascertain	  concealment	  of	  allocation	   Unclear	   High	  

In	  the	  M1	  at	  page	  21:	  “The	  subject	  randomization	  numbers	  were	  generated	  by	  Roche	  and	  incorporated	  into	  double-‐
blind	  labeling.	  No	  open	  key	  was	  available	  at	  any	  of	  the	  study	  sites	  or	  to	  any	  Roche	  personnel	  involved	  with	  the	  study”.	  I	  
take	  this	  to	  mean	  that	  Roche	  generated	  the	  codes	  and	  stuck	  them	  on	  the	  packaging	  and	  ICTI	  allocated	  through	  phone	  
in.	  	  

WV1582
5	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
symptoms	   Low	  	   Not	  applicable	  to	  the	  study	  design	  (prophylaxis)	   High	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  intervention	  groups.	  	  Only	  sysmptomatic	  
participants	  were	  swabbed.	  Low	  rates	  of	  attrition	  from	  treatment	  groups	  were	  noted.	  

WV1582
5	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
complications	  of	  
influenza	   High	  	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	   High	   High	  

Possible	  effect	  of	  oseltamivir	  on	  antibody	  production	  makes	  the	  assessment	  of	  influenza	  status	  and	  associated	  
complications	  in	  the	  infected	  subpopulation	  non-‐comparable	  between	  the	  treatment	  groups	  

WV1582
5	  

Incomplete	  outcome	  
data	  (attrition	  bias),	  
safety	  data	   Low	  	   Based	  on	  all	  randomised	  participants	   Unclear	   High	  

AEs	  could	  be	  classified	  as	  either	  symptoms	  of	  influenza,	  complications	  of	  influenza	  and	  Aes.	  Reporting	  is	  inconsistent	  
and	  some	  trials	  reported	  the	  same	  outcome	  in	  the	  same	  patient	  in	  different	  categories	  

WV1582
5	  

Selective	  reporting	  
(reporting	  bias)	   High	  	   Outcome	  data	  relating	  to	  complications	  were	  not	  available	  for	  the	  CONSORT-‐based	  extraction	  reconstruction	   High	  	   High	  	  

No	  definitions	  given	  –	  see	  p.	  69	  and	  protocol	  367	  
Event	  after	  positive	  swab	  are	  3	  pl	  and	  1	  TF	  rare	  p.70	  also	  p.330-‐1	  
Participants	  with	  ILI	  in	  adverse	  events	  table	  are	  not	  included	  in	  efficacy	  analysis	  

WV1582
5	   Other	  bias	   Unclear	   Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	   Unclear	   High	   Retrospective	  changes	  to	  protocol	  and	  RAP	  

WV1582
5	  

Blinding	  of	  participants	  
and	  personnel	  
(performance	  bias),	  all	  
outcomes	   Unclear	  

	  
Unclear	   High	  

Cert	  of	  Anal	  pdf	  790-‐2.	  Placebo	  contained	  dehydrocholic	  acid.	  Dosage	  not	  available.	  MJ:	  “participants	  within	  the	  same	  
nursing	  home	  got	  either	  TF	  or	  Pl	  hence	  there	  needs	  to	  be	  more	  information	  provided	  to	  convince	  me	  that	  the	  patients	  
and	  personnel	  could	  not	  distinguish	  between	  the	  2	  treatments.”	  

WV1582
5	  

Blinding	  of	  outcome	  
assessment	  (detection	  
bias),	  all	  outcomes	   Unclear	  

	  
Low	   Low	   No	  open	  key	  will	  be	  available	  pdf	  p	  365	  

	  


