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eMethods. Supplementary Methods

Search and selection criteria

A literature search was conducted on September 20, 2019, using the following search query in
MEDLINE and EMBASE databases: (osimertinib OR mereletinib OR tagrisso OR tamarix OR
azd9291) AND (brain metastases OR intracranial metastatic disease OR cns). Only articles and
abstracts published in English were considered, and all years considered from database inception
to search date. Study authors were not contacted. Retrieved records were screened by abstract for
reference to osimertinib as treatment for IMD. Case reports, case series, and reviews were

excluded. Records reporting intracranial outcomes were included in the analysis.

Data extraction

The following outcomes were extracted from included studies: CNS objective response rate
(ORR), CNS disease control rate (DCR), CNS progression-free survival (PFS), CNS duration of
response (DoR), CNS time to response (TTR), best change in intracranial lesion size, complete
response rate, overall survival (OS), follow-up length, and follow-up completeness. Data for
each outcome were directly extracted according to the original authors’ outcome definitions, and
not modified following extraction. Where available, results were extracted from data from
specified subgroups of patients whose CNS disease was evaluable for response (cEFR). Safety
data were extracted for adverse events grade 3 or higher according to the Common Terminology
Criteria for Adverse Events (CTCAE). Additionally, the following trial characteristics were
extracted: author, year, number of patients, study phase, trial name, publication type, therapy

line, and pharmaceutical industry funding.
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Statistical analysis

Meta-analyses of proportions were conducted to pool estimates for outcomes reported by more
than five studies, which included CNS ORR and CNS DCR, reported effectively in ten and nine
of the included fifteen studies, respectively. The random-effects model was used for weighted
synthesis on the assumption that the included studies represented a sample of studies whose true
effect sizes followed a normal distribution. This model was estimated using the restricted
maximum likelihood method. Statistical tests included the Q-statistic for heterogeneity, t* for
between-study variance, and /* statistic developed by Higgins et al. as a “signal-to-noise ratio” to
assess the percentage of observed variance attributable to variance between studies.!> An
value of 0% was interpreted to indicate all heterogeneity was due to sampling error, and 100% to
indicate all variance was due to true differences between studies, with 0-50% as a benchmark for
low heterogeneity and 50—-100% for high heterogeneity. Initial synthesis of values for CNS ORR
generated an /2 value indicating high heterogeneity. This prompted leave-out-one and influence
analyses to identify outlier studies, which were removed to produce the final model. Subgroup
analyses were conducted to reveal sources of additional heterogeneity by stratifying studies
based on trial characteristics as: retrospective vs. prospective; article vs. abstract; first vs. second
vs. any line osimertinib therapy; and pharmaceutical industry funding yes vs. no vs. not reported.
Funnel plots were generated to assess for publication bias and unweighted Egger’s regression
tests performed to assess funnel plot asymmetry. Additionally, a comparative meta-analysis was
conducted to calculate risk ratios for CNS ORR and CNS DCR by aggregating results from the

two RCTs.>*
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All statistical analyses were conducted using the R programming language (v3.6.1; R Core
Team, 2019) and the R packages meta (v4.9-6; Schwarzer, 2019) and metafor (v2.1-0;

Viechtbauer, 2019).>

Assessment of study quality

Phase 111 trials were assessed using the Cochrane Risk of Bias Tool (RoB 2).8 Phase 1I and
retrospective trials were assessed using a modified version of the Newcastle-Ottawa scale for
cohort studies.’ To modify the scale, three questions were removed—two relating to selection
and comparison of non-exposed patients and one question assessing presence of outcome at
study start—and one question was added addressing presence of pharmaceutical industry
funding. A “truly representative” exposed cohort was defined as a total group of patients who all
have IMD and are receiving osimertinib. A “somewhat representative” exposed cohort was
defined as a total group of patients where either 1) at least 50% had IMD but all were receiving
osimertinib, or 2) all patients had IMD and at least 50% were receiving osimertinib. Adequate

follow-up length was considered to be 6 months.

Ethical review of study

This study was not reviewed by any ethics review board as it did not contain live subjects, nor

samples, nor individual-level patient data.
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eFigure 1. Forest plot of CNS objective response rate (ORR) following outlier removal.

Two studies were removed from the forest plot in Figure 2 due to severe heterogeneity indicated

by the /2 value to produce this secondary analysis: Xie et a

1." and Reungwetwattana et al.*

Study Cases Total CNS ORR 95% CI

Devjak 2018 7 10 0.70 [0.35; 0.93] —m
Goss 2018 27 50 0.54 [0.39; 0.68] | :

Mu 2017 8 15 053 [0.27; 0.79] - :
Peled 2018 15 20 0.75 [0.51; 0.91] ——
Wu 2018 21 30 0.70 [0.51; 0.85] —
Xing, L 2018 23 32 072 [0.53; 0.86] —
Xing, P 2019 8 15 053 [0.27; 0.79] = :
Zhou 2017 16 23 0.70 [0.47; 0.87] —1
Total (fixed effect) 195 0.65 [0.58; 0.72] p—
Total (random effects) 0.65 [0.58; 0.72] _

Heterogeneity: x5 = 6.59 (P = .47), I

=0%

03 04 05 06 07 08 09
Estimate of CNS ORR (95% Cl)
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eFigure 2. Leave-out-one sensitivity analysis for identifying outlier studies for CNS
objective response rate (ORR). A leave-one-out sensitivity analysis calculated summary effect

sizes aggregating CNS ORR values from all studies minus one to assess the degree of

1.19

heterogeneity introduced by any given study. Reungwetwattana et al.* and Xie et al.'” were

identified as potential outliers.
Devjak, 2018 § 0.64 [0.52, 0.76]
Goss, 2018 ; 0.66 [0.54, 0.78]
Mu, 2017 ; 0.66 [0.54, 0.77]
Peled, 2018 : 0.63[0.51, 0.75]
Reungwetwattana, 2018 - 0.61[0.51, 0.71]
Wu, 2018 : 0.64 [0.52, 0.76]
Xie, 2019 " = 0.69 [0.60, 0.78]
Xing, L, 2018 j 0.64[0.51, 0.76]
Xing, P, 2019 ; 0.66 [0.54, 0.77]
Zhou, 2017 ; 0.64 [0.52, 0.76]

I 1 1 | 1 1 1
0.5 06 : 07 0.8
Summary proportions for CNS ORR leaving out each study
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eFigure 3. Funnel plot for publication bias in CNS objective response rate (ORR).
Publication bias was not detected on visual inspection of the funnel plot, nor on unweighted

Egger’s regression test (z =-0.68, p = 0.49).
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eFigure 4. Funnel plot for publication bias in CNS disease control rate (DCR). Publication
bias was not detected on visual inspection of the funnel plot, nor on unweighted Egger’s

regression test (and z=1.43, p=0.15).
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eFigure 5. Forest plot of reported CNS ORR, stratified by retrospective versus prospective

studies.

Study Cases Total CNS ORR 95% CI ‘
Retrospective = Yes : '
Devjak 2018 7 10 070 [0.35; 0.93] .
Mu 2017 8 15 053 [027,0.79] = i ,
Xie 2019 10 31 032 [017; 0.51] L i
Xing, P 2019 8 15 053 [027,0.79] B =
Total (fixed effect 1 048 [(.35; —_ T :
Tolal (random effects) (.50 —-=——:_::=ﬂ-:
Heterogeneity: 4 = 6.07 (P = .11), I = 51% ¥

Retrospective = No

Goss 2018 27 50 054 [0.39; 0.68] ——

Peled 2018 15 20 075 [051; 0.91] ——
Reungwetwattana 2018 20 22 09 [0.71; 0.99] ho—i—
Wu 2018 21 30 070 [0.51; 0.85] i

Xing, L 2018 23 32 072 [0.53; 0.86] ——
Zhou 2017 16 23 070 [0.47; 0.87] 1

Total (fired effect) 177 073 087 0.7¢] e
Total (random effects) 072 [0.61; 0.84] -
Heterogeneity: 7(2= 16,12 (7 = 007), P = 69% : :

Total (fixed effect) 248 067 [061;072] <

Total (random effects) 064 [0.53; 0.76] ——
Heterogeneity: x5 = 39.28 (P < .001), I’ = TT% ' ' ' |
Residual heterogeneity: x5 = 22.19 (P = .005), I* = 64% 02 04 06 08

Estimate of CNS ORR (95% Cl)
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eFigure 6. Forest plot of reported CNS ORR, stratified by line of therapy.

Study Cases Total CNS ORR 95% CI

Therapy line = Ay ,

Devjak 2018 7 10 070 [0.35; 0.93] : ' =

Goss 2018 27 50 054 [0.39; 0.68] — B

Peled 2018 15 20 075 [0.51; 0.91] i

Total {fixed eff &80 082 [0.52; 0.73] --=:::.':=-—

Tostal (randeom effects) 0.64 [0.50; 0.76] —_—
Heterogeneity: x, = 3.39 (P = .18), I = 41% L

Therapy line = [First '
Reungwetwattana 2018 20 22 0N [0.71; 0.99] o —————
Tolal {fized effect) 22 0 [0.7%; 1.00] : , —_—
Total (random e )] 0o [ 7S, 1.00) iy —_—
Hedermgeneity: not applicable : E

Theragy line = Second )

Mu 2017 8 15 053 [027;0.79] = =

Wu 2018 21 30 070 [0.51; 0.85] T :I

Xie 2019 10 31 032 [0.17; 0.51] L 0

Xing, L 2018 23 32 072 [0.53; 0.86] +

Xing, P 2019 8 15 053 [027;0.79] = i

Zhou 2017 16 23 070 [047; 0.87] i

Total (fixed ef 146 058 [0.52; 0.67) -=::.‘::=-:

Total (random effects) (.50 [0.45; 0.73] —_—
Hetermgeneity: 7(;’: = 16,08 (7 = 00, 1 = 65% ' :

Total (fixed effect) 248 0867 [061;0.72] -

Total (random effects) 0.64 [0.53; 0.76] — T
Heterogeneity: x5 = 39.28 (P < .001), I*= T7T% l l I l

Residua heterogeneity: 1 = 19.47 (P = .007), I’ =64% 02 04 06 08

Estimate of CNS ORR (85% CI)
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eFigure 7. Forest plot of reported CNS ORR, stratified by pharmaceutical industry

funding.
Study Cases Total CNS ORR 95% CI
Pharmiaceutical fumnding = ke N
Devjak 2018 7 10 070 [0.35; 0.93] f ' =
Peled 2018 15 20 075 [0.51; 0.91] ——
Xing, P 2019 8 15 053 [0.27; 0.79] » =
Talal (fixed effect A5 068 [0.54; 0.81] —-——:'3—-
Total (random effects) 068 [G.54; 0.81] -=::,:::=—
Heterogeneity: x; = 1.84 (P = .40), I = 0% !
Phamaceuiical funding = IR '
Mu 2017 8 15 053 [0.27; 0.79] » ;
Xie 2019 10 31 032 [0.17; 0.51] L ' ,
Taolal (fixed effect 48 0.39 [0.25; 0.52] —_— 0
Tolal (random effects) A1 [(.20; .61 @ ———m———— e E
Helemgeneity: ¥ = 1.88 (P = 17), I’ = 47% i
Pharmiaceutical funding = Yes ,
Goss 2018 27 50 054 [0.39; 0.68] —.——~—
Reungwetwattana 2018 20 22 o9 [0.71; 0.99] o———i—
Wu 2018 21 30 070 [0.51; 0.85] ' L
Xing, L 2018 23 32 072 [0.53; 0.86] ——
Zhou 2017 16 23 070 [0.47; 0.87] i
Tatal (fixed efect) 157 073 [0.66; 0.80] 1<:::=-
Total {random effects) 072 [0.58; 0.85] —_—
Heterogeneity: 7(,2} - 16.08 (F = 003), = T5% : :
Total (fixed effect) 248 067 [0.61; 0.72] <
Total (random effects) 0.64 [0.53; 0.76] — T
Heterogeneity: x5 = 39.29 (P < .001), /* = TT% l l I l
Residua heterogeneity: 1= 19.80 (P = .006), I° = 65% 02 04 06 08

12

Estimate of CNS ORR (85% CI)
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eFigure 8. Forest plot of reported CNS ORR, stratified by randomized controlled trials

versus other study types.

13

Study Cases Total CNS ORR 95% CI

RCT = No 5

Devjak 2018 7 10 070 [0.35; 0.93] .

Goss 2018 27 50 054 [0.39; 0.68] —.——-—

Mu 2017 8 15 053 [0.27; 0.79] B =

Peled 2018 15 20 075 [0.51; 0.91] a—

Xie 2019 10 31 032 [017; 0.51] L : E

Xing, L 2018 23 32 072 [0.53; 0.86] —
Xing, P 2019 8 15 053 [0.27; 0.79] = : '

Zhou 2017 16 23 070 [0.47; 0.87] —

Tatal (fixed efect) 196 058 [0.52; 0.68] -,

Total {randomnm e ) 060 [-48; 0.71] -——:::“-——"_—-
Hetermgeneity: y, = 18.18 (P = .01}, = 61% ,

RCT = Yes ; '
Reungwetwattana 2018 20 22 09 [0.71; 0.99] o ——
Wu 2018 21 30 070 [0.51; 0.85] 1

Tolal (fixed ef 52 084 [0.74; 0.63] : . —_—T
Total (random e s} 0.81 [Crsd; 1.0 ——
Hederogeneity: x; = 4.06 (P = .04), % = 5% : E

Total (fixed effect) 248 067 [0.61; 0.72] <

Total (random effects) 064 [0.53; 0.76] —
Heterogeneity: x5 = 39.28 (P < .001), I’ = TT% ' ' ' |
Residua heterogeneity: x5 = 22.24 (P = .004), I° =64% 02 04 06 08

Estimate of CNS ORR (95% Cl)
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eFigure 9. Forest plot of reported CNS ORR, stratified by abstract versus article.

Study Cases Total CNS ORR 95% CI ‘
Pulblication type = abstrach : .

Devjak 2018 7 10 070 [0.35; 0.93] .

Mu 2017 8 15 053 [0.27; 0.79] » i ,

Peled 2018 15 20 075 [0.51; 0.91] ——i
Xing, L 2018 23 32 072 [0.53; 0.86] —
Zhou 2017 16 23 070 [0.47; 0.87] T :l

Talal (fixed effect 100 070 [0.61; 0.78] —
Total {random effects) 0.70 [Crsd; €0.78] -=“I—:_:—
Heterogeneity: ;= 1.9 (P = 74), 1" = 0% P
Pullicaticn type = artiche )

Goss 2018 27 50 054 [0.39; 0.68] —a—
Reungwetwattana 2018 20 22 09 [0.71; 0.99]  ————i—
Wu 2018 21 30 070 [0.51; 0.85] - EI

Xie 2019 10 31 032 [017; 0.51] L i

Xing, P 2019 8 15 053 [0.27; 0.79] = —

Tolal (fixed effect 148 0865 [0.58; 0.72] <‘._:>

Total (random effects) 061 [0.38; 0.82] ——
Heterngeneity: 7(,? 3.69 (7 < 001}, I = 8a% : :

Total (fixed effect) 248 067 [0.61; 0.72] -~

Total (random effects) 064 [0.53; 0.76] ——
Heterogeneity: x5 = 39.28 (P < .001), I’ = TT% ' ' ' |
Residual heterogeneity: x3 = 38.68 (P < .001), /* =79% 02 04 06 08

Estimate of CNS ORR (95% Cl)
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eFigure 10. Forest plot of reported CNS DCR, stratified by retrospective versus

prospective.
Study Cases Total CNS DCR 95% CI
Relrospeclive = Yes i
Gadgeel 2017 40 45 089 [0.76; 0.96] —&—
Mu 2017 12 15 080 [0.52; 0.96] | :
12 15 080 [0.52; 0.96] | :
75 08s [6.75; 6.91] —_—

il 085 [6.75; 6.91] —_—l
Hefesmgeneity: 1= 1.11 (P = 57), 7 = 0% ;
Refrospective = No :

Goss 2018 46 50 092 [0.81; 0.98] —E—
Park 2018 14 14 1.00 [0.77; 1.00] i .
Reungwetwattana 2018 21 2 095 [0.77; 1.00] L
Wu 2018 28 30 093 [0.78; 0.99] —
Xing, L 2018 31 32 097 [0.84; 1.00] —_—
Zhou 2017 21 23 091 [0.72; 0.99] -

Tkl (ged effoct 17 093 [0.68; 0.96] -c::>
Tzl (ramdom effects) 0.93 [0.88; 0.96] B e
Helerogeneity: 1= 131 (7 = 83), I = 0% |

Total (fixed effect) 246 090 [0.85; 0.93] —

Total (random effects) 0.90 [0.85; 0.93] —

15

Helerogeneity: 2 = 6.67 (P = 57), I” = 0%

Residual heterogeneity: 12 =2.42 (P = 93), # = 0%

06 07 08 09 1
Estimate of CNS DCR (95% ClI)
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eFigure 11. Forest plot of reported CNS DCR, stratified by line of therapy.

16

Study Cases Total CNS DCR 95% CI
Thesreapsy Nine = Any :
Goss 2018 46 50 092 [0.81; 098] H—
Park 2018 14 14 1.00 [0.77; 1.00] i .
64 0.93 [0.83; 0.97] —_—
0.93 [0.83; 0.97] —_—
037 (P = 585), 17 = 0% ;
Thisrapsy line = Flirsk: :
Reungwetwattana 2018 21 2 095 [0.77; 1.00] _— 1 =
Tkl (e eff 22 095 [0.74; 0.9 —
lestzl (ra .95 [0.74; 0.99] —_——
Helsrogensity: not applicable .
Thesrapry lirne S o) !
Gadgeel 2017 40 45 089 [0.76; 0.96] —u——
Mu 2017 12 15 080 [0.52; 0.96] B
Wu 2018 28 30 093 [0.78; 0.99] —_—
Xing, L 2018 3 32 097 [0.84; 1.00] 4'—I—
Xing, P 2019 12 15 080 [0.52; 0.96] B !
Zh 21 23 09 [0.72; 099] i
G 160 089 [0.82; 0.93] {::—
all {ram .89 [0.82; 0.93] ——
Helmmgeneiiy: gy:;= A8 [P = Ad), P = |
Total (fixed effect) 246 090 [0.85; 093] -<t>
Total (random effects) 0.90 [0.85; 093] e

Heterogeneity: 12 =6.67 (P = 57), I’ =0%
Residual heterogeneity: x5 =5.15 (P = 52),  =0%

06 07 08 09 1
Estimate of CNS DCR (95% ClI)

© 2020 Erickson AW et al. JAMA Network Open.



eFigure 12. Forest plot of reported CNS DCR, stratified by pharmaceutical industry

funding.

Study Cases Total CNS DCR 95% CI
Phiamnmaceutical funding = Nda l
Park 2018 14 14 1.00 [0.77; 1.00] : u

12 15 080 [0.52; 0.96] B i

29 085 [0.64; 0.95] —@
.88 [0.55;080] ——————————

Helerogeneity: 1, = 1.58 (7 = 21), ¥ =37% |
Phanmaceuticall funding = NIR !
Gadgeel 2017 40 45 089 [0.76; 0.96] —B—
Mu 2017 12 15 080 [0.52; 0.96] ]
okl {fered effect B0 0.86 [0 75; 0.93 —_—
Tkl {ramdom effects) .86 [0.75; 0.93] ——
Hedesrogencity: 1) = 075 (© = 38), " = 0% i
Phammaceulical funding = Yes :
Goss 2018 46 50 092 [0.81; 098] 4,.7
Reungwetwattana 2018 21 2 095 [0.77; 1.00] I
Wu 2018 28 30 0493 [0.78; 0.99] 4'—I—
Xing, L 2018 31 32 097 [0.84; 1.00] —_—t
Zhaou 2017 21 23 091 [0.72; 099] i
Total (fred effect 157 0.93 [0.88; 0.96] e

Tekal {ramdom effects) 0.93 [0.88; 0.96] ~

Helerogeneity: 1/, = 1.06 (7 = 80), I = 0% ;

Total (fixed effect) 246 090 [0.85; 0.93] —

Total (random effects) 0.90 [0.85; 0.93] —

Heterogeneity: 12 =6.67 (P = 57), I’ =0% ‘ ‘ ' ‘ '

Residual heterogeneity: 2 =3.39 (P = 76), F* = 0% 06 07 08 09 1
Estimate of CNS DCR (95% CI)
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eFigure 13. Forest plot of reported CNS DCR, stratified by randomized controlled trials

versus other study types.

Helerogeneity: ¢, = 5.4
RET= Yes

Study Cases Total CNS DCR 95% CI

RCT = Nio :
Gadgeel 2017 40 45 089 [0.76; 0.96] ——
Goss 2018 46 50 092 [0.81; 0.98] ——
Mu 2017 12 15 080 [0.52; 0.96] u i

Park 2018 14 14 1.00 [0.77; 1.00] »
Xing, L 2018 31 32 o097 [0.84; 1.00] —_—ta
Xing, P 2019 12 15 080 [0.52; 0.96] ]

Zhou 2017 21 23 09 [0.72; 0.99] '

Testall (fized effect) 194 0.89 [0.83; 0.93] ==

Tzl {ramdom effects) .69 3, 0.93] Q}

Reungwetwattana 2018 21 22 095 [0.77; 1.00] —_—
Wu 2018 28 30 093 [0.78; 0.99] R
Testall (fized effoct 92 0.94 [0.83; 0.96] -@
Tzl (ramdom efects) 0.94 [0.83; 0.98] —_—
Hefrogeneity: 1) = 0.1 (P = 75), 1" = (% i

Total (fixed effect) 246 090 [0.85; 0.93] —

Total (random effects) 0.90 [0.85; 0.93] —
Helerogeneity: 2 = 6.67 (P = 57), I” = 0% ‘ ‘ ' ‘ '
Residual heterogeneity: x> =5.60 (P = .59), > =0% 06 07 08 09 1

Estimate of CNS DCR (95% ClI)
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eFigure 14. Forest plot of reported CNS DCR, stratified by abstract versus article.

19

Study Cases Total CNS DCR 95% CI
Pullication type = absiract i
Gadgeel 2017 40 45 0.89 [0.76; 0.96] —
Mu 2017 12 15 080 [0.52; 0.96] i '
Park 2018 14 14 1.00 [0.77; 1.00] i ]
Xing, L 2018 31 32 097 [0.84; 1.00] —'—-—
Zh 21 23 091 [0.72; 0.99] i
129 0.90 0.8 0.94] ===
fTeets) .90 [0.82; 0.94] —_—
neily: 15 = 389 (P = 43), 7 = 0% !
Pullication type = arficle
Goss 2018 46 50 0.92 [0.81; 0.98] —
Reungwetwattana 2018 21 22 095 5 —i—l—
Wu 2018 28 30 093 —_—t—
12 15 080 B i
117 0.91 -=::‘;}
0.91 —_—
Helerogeneity: 17, = 281 (P = A2), I = 0% |
Total (fixed effect) 246 090 [0.85; 0.93] —_—
Total (random effects) 0.90 [0.85; 0.93] c::‘:>

Helerogeneity: 2 = 6.67 (P = 57), I” = 0%

Residual heterogeneity: 2 =6.62 (P = 47), F = 0%

06 07 08 09 1
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eFigure 15. Forest plot of risk ratio for CNS ORR among included randomized controlled

trials.

Source Comparator RR (95% CI) Favors comparator Favors osimertinib
Reungwetwattana, 2018 Gefitinib or erlotinib 1.33[0.95; 1.85]

Wu, 2018 Platinum-pemetrexed 2.24 [1.04; 4.81] T =

Total 1.44[1.06; 1.96] _

Heterogeneity: x5 = 1.51 (P = .22), I = 34% ' ' '
0.5 1 2
Risk Ratio (95% CI)

© 2020 Erickson AW et al. JAMA Network Open.
20



eFigure 16. Forest plot of risk ratio for CNS DCR among included randomized controlled

trials.

Source Comparator RR (95% Cl)
Reungwetwattana, 2018 Gefitinib or erlotinib ~ 1.07 [0.89; 1.28]
Wu, 2018 Platinum-pemetrexed 1.49 [1.01; 2.21]
Total 1.13[0.96; 1.33]

Heterogeneity: X12 =2.34 (P =.13), 2 =57%

Favors comparator Favors osimertinib

L

0.5

1 2
Risk Ratio (95% CI)
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eFigure 17. Cochrane risk of bias tool assessment of phase III studies. All four studies

identified as phase III were assessed using the Cochrane RoB 2 tool. Two phase III studies did

not include comparator groups and were not eligible for assessment of bias in randomization or

allocation concealment.
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eFigure 18. Modified Newcastle-Ottawa scale assessment of phase II and retrospective

studies. The Newcastle-Ottawa scale for cohort studies was modified with the subtraction of

three questions—two relating to selection and comparison of non-exposed patients and one

assessing presence of outcome at study start—and the addition of one question addressing

presence of pharmaceutical industry funding.
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