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GSK submits this memorandum to outline the clear impact of recent, extraordinary 

admissions by Plaintiffs’ experts on Plaintiffs’ ability to provide expert scientific evidence of 

causation sufficient to satisfy Daubert’s requirements. These admissions leave Plaintiffs bereft of 

any admissible epidemiological expert opinion that Zofran causes heart defects, remove a crucial 

element of Plaintiffs’ non-epidemiologists’ stated methodology, and reveal how far those experts 

stray from the scientific method to offer opinions linking Zofran to heart defects. 

Plaintiffs’ expert epidemiologic evidence consists of the opinions of Dr. Carol Louik, who 

provides 45 years of experience evaluating the causes of birth defects. Dr. Louik remains 

Plaintiffs’ sole testifying epidemiologist. Despite Plaintiffs’ counsel’s attempted denials, Dr. 

Louik can no longer provide the key causation opinions Plaintiffs must have on septal defects and 

other heart defects. Moreover, in critical new testimony, Dr. Louik went much further and now 

offers a new opinion that the scientific evidence fails to show even an association between Zofran 

and septal defects or any other heart defect. On this issue, Dr. Louik now agrees with GSK’s 

experts: no association exists between Zofran and heart defects in the epidemiologic literature.  

Dr. Louik’s new opinions prove determinative to the admissibility of Plaintiffs’ experts’ 

causation opinions and, consequently, to cases alleging heart defects. Plaintiffs’ other, non-

epidemiologist experts readily acknowledged that they need epidemiological support to establish 

causation under their own methodologies and deferred to Dr. Louik, as a true epidemiologist, to 

assess chance, bias, and confounding to determine whether a true association exists. Thus, Dr. 

Louik’s new admissions not only remove her prior causation opinion but also Plaintiffs’ 

“evidence” that the epidemiology shows a true association. Absent a true association, no expert 

can reliably find a causal link. As Plaintiffs’ other experts disclaim the ability to assess chance, 

bias, and confounding, they cannot express a reliable opinion on whether the “weight” of the 
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epidemiology reveals such an association. Dr. Louik’s new opinions establish that the foundational 

association simply does not exist. With this cornerstone of causation evidence now missing, 

Plaintiffs’ other causation experts cannot ignore their self-described methodologies and skip ahead 

in their analyses to opine that Zofran causes heart defects. This analytical gap leads to only one 

fair conclusion: Plaintiffs’ experts’ opinions on heart defects are not sufficiently reliable. 

Allowing Plaintiffs’ experts to opine that Zofran causes heart defects, when their own 

hand-picked epidemiologist opines that no true association exists in the robust human 

epidemiological literature, would be nothing short of unprecedented. Given the background rate 

of birth defects, the birth defect community uniformly agrees that human epidemiology must show 

a true association between an exposure (e.g., a medication) and the birth defect at issue to establish 

causation. No federal court decision allows an expert to opine on causation where both sides’ 

expert epidemiologists agree that well-designed, well-conducted epidemiology studies exist and 

do not support an association, much less a causal relationship. Lacking reliable, admissible expert 

evidence to meet their burden, Plaintiffs’ claims that Zofran causes heart defects cannot proceed. 

Without this evidence, summary judgment as to these claims must be granted. 

BACKGROUND 

Over the course of this litigation, Dr. Louik fundamentally changed her view on the causal 

relationship between Zofran use and septal defects. Initially, Dr. Louik opined that “to a more 

likely than not probability . . . ondansetron can cause . . . septal defects.” Ex. 1, 7/12/18 Louik Rpt. 

at 40; Ex. 2, 10/18/18 Louik Dep. at 34. Dr. Louik reached this opinion by assessing the then-

available epidemiological studies and non-epidemiological data on Zofran. Ex. 3, 10/14/20 Louik 

Dep. at 38:23-39:3 (“Q. And that original opinion about a causal relationship between Zofran and 

septal defects was based on your review of epidemiologic data and your review of non-

epidemiological data, correct? A. Correct.”). This data included the same alleged biological 
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mechanism theory espoused by each of Plaintiffs’ experts, including Drs. Bengt Danielsson and 

Thomas Sadler. Ex 2, 10/18/18 Louik Dep. at 333:2-11 (“I’m still relying on the biologic 

plausibility in the mechanisms proposed by Danielsson and Sadler.”); id. at 349:4-9 (“I believe 

that there are animal studies that show evidence of teratogenicity of Zofran.”).1  

Two months after Dr. Louik’s 2018 deposition, the Huybrechts 2018 study was published, 

which provided more extensive data about whether there was an association between Zofran and 

heart defects. On March 17, 2019—three months after the Huybrechts 2018 study was published—

Plaintiffs served Dr. Louik’s third supplemental report. Ex. 4, 3/17/19 Louik Rpt. This 

supplemental report included a “critical review” of the Huybrechts 2018 study, including risk 

ratios that Dr. Louik previously stated “would be valuable to know.” Ex. 1, 7/12/18 Louik Rpt. at 

36. Dr. Louik determined that the Huybrechts 2018 study, along with the two studies discussed in 

the Parker article, “weaken[ed] the . . . evidence of association” between Zofran and septal defects. 

Ex. 4, 3/17/19 Louik Rpt. at 3-4. She stated that she could not “infer causality between ondansetron 

and septal defects from the epidemiological publications alone.” Id. at 4. Unlike her original report, 

Dr. Louik’s supplemental report, notably, included no affirmative statement that Zofran can cause 

septal defects. Id. 

In the weeks that followed, Plaintiffs’ counsel provided conflicting accounts of Dr. Louik’s 

opinions on septal defects. They represented both that Dr. Louik would “not [be] offering an 

opinion that Ondansetron more likely than not is a cause of septal defects” (Ex. 5, 4/8/19 Hr’g Tr. 

at 68-69), and that it was “plainly untrue” to suggest that Dr. Louik no longer had a causation 

opinion on septal defects (Ex. 6, 4/26/19 Hr’g Tr. at 4-23, 4-24). GSK sought to reopen Dr. Louik’s 

                                                 
1 As Dr. Louik recently stated: “Well, I believe that I’ve stated that several times in both my initial report and in my 
subsequent reports that I consider the totality of the evidence, yes.” Ex. 3, 10/14/2020 Louik Dep. at 24:8-11; see also 
id. at 76:14-17 (“Q. You’ve considered the totality of evidence, both epidemiologic and non-epidemiologic, correct? 
A. Yes.”). 
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deposition to understand her apparently shifting views. ECF Nos. 1382, 1382-1, 1691, 1692, 1855, 

1856. Plaintiffs opposed these requests. ECF Nos. 1402, 1720, 1877. In doing so, Plaintiffs 

represented that “none of Plaintiffs’ experts have changed his/her ultimate conclusions at all.” 

ECF No. 1877 at 2 (emphasis in the original) (Mar. 23, 2020).  

Plaintiffs also represented that, unlike Plaintiffs’ other experts, Dr. Louik did not consider 

the non-epidemiological evidence. Ex. 6, 4/26/19 Hr’g Tr. at 4-40 (“Given the current state of the 

epidemiological evidence pertaining to septal defects, a causal assessment must also be based on 

considering the nonepidemiologic evidence…That’s really important. She doesn’t do that, Judge. 

The other three do that.”) (emphasis added). 

Pursuant to the Court’s Order, Dr. Louik’s deposition was reopened on October 14, 2020. 

Not only did Dr. Louik testify that she was no longer offering the opinion that Zofran is causally 

related to septal defects and that she had reviewed the non-epidemiological evidence on Zofran 

and birth defects (Ex. 3, 10/14/20 Louik Dep. at 52:22-24; 76:14-17), but she provided entirely 

new opinions that had not been disclosed before. Specifically, Dr. Louik revealed that not even an 

association exists between Zofran and septal defects or other heart defects in the current body of 

well-designed, well-conducted epidemiological studies. Id. at 62:20-63:3, 102:13-103:11. As she 

explained, without an association, a finding of causation is impossible: 

Q. Okay. And obviously you need an association to be established between Zofran 
and septal heart defects before you can establish whether that association is a 
causal association, correct? 

A. Well, yeah. I mean, you can’t have a causal association without an association. 

Id. at -51:4-51:10. Likewise,  
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Without Dr. Louik to opine on causation as to heart defects, Plaintiffs are left to rely on 

their other proffered causation experts, none of whom are epidemiologists or possess the necessary 

expertise in this area: Dr. Abdulla (a pediatric cardiologist), Dr. Danielsson (a toxicologist), and 

Dr. Sadler (an embryologist). 

Moreover, at their recent supplemental depositions, Drs. Abdulla and Sadler confirmed 

that, even considering the recent epidemiological studies, there are no epidemiological findings of 

an increased risk of non-septal heart defects (such as right ventricular outflow tract obstructions 

[RVOTOs], left ventricular outflow tract obstructions [LVOTOs] or conotruncal defects) with 

Zofran. Ex. 8, 10/9/20 Sadler Dep. at 43:25-44:12; 48:14-49:4; 49:5-10; Ex. 9, 11/19/20; Abdulla 

Dep. at 167:16-169:24.2  

ARGUMENT 

I. Dr. Louik’s Extraordinary Change in Opinion Confirms the Unreliability of 
Plaintiffs’ Experts’ Methodologies. 

This case is unprecedented. Plaintiffs’ chosen epidemiologist opines—after reviewing the 

totality of epidemiological and non-epidemiological evidence—that not even an association exists 

between Zofran and heart defects. Ex. 3, 10/14/20 Louik Dep. at 62:20-63:3, 76:14-17, 102:13-

103:11. Dr. Louik’s opinions on heart defects align exactly with the opinions of GSK’s 

epidemiology experts.3 No Daubert decision has admitted the plaintiffs’ experts’ causation 

opinions on this record. Specifically, no federal court has allowed claims that any drug or chemical 

exposure caused an injury where a large body of well-designed, well-conducted epidemiology 

existed and both sides’ expert epidemiologists agreed that these studies do not show an association, 

                                                 
2 For this reason alone, Drs. Abdulla and Sadler cannot reliably reach a causation opinion with respect to Zofran and 
non-septal heart defects. ECF No. 1304 at 22-24 (GSK’s Daubert Brief). 
3 Ex. 10, 6/3/20 Shaw Rpt. at 4 (“[T]he extant epidemiologic data do not reliably demonstrate an association, much 
less a causal association, between [Zofran] and any grouping of, or specific type of, human birth defect.”); Ex. 11, 
6/4/20 Kimmel Rpt. at 8 (same). 
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much less a causal relationship. 

This is not surprising given the primacy of epidemiological evidence in determining 

causation generally4 and, in the context of birth defects, in particular. See Lynch v. Merrell-Nat’l 

Labs., Div. of Richardson-Merrell, Inc., 830 F.2d 1190, 1194 (1st Cir. 1987) (holding, in a birth 

defects case, that “in vivo animal studies, in vitro animal studies, and the study of ‘analogous’ 

chemicals’ . . . do not have the capability of proving causation in human beings in the absence of 

any confirmatory epidemiological data”); In re Zoloft (Sertraline Hydrochloride) Prods. Liab. 

Litig. (Zoloft III), No. 12-MD-2342, 2015 WL 7776911, at *3 n.4 (E.D. Pa. Dec. 2, 2015) (citation 

omitted), aff’d sub nom., 858 F.3d 787 (Zoloft V) (3d Cir. 2017) (“Absent consistent, repeated 

human epidemiological studies showing a statistically significant increased risk of particular birth 

defects associated with exposure to a specific agent, the community of teratologists does not 

conclude that the agent is a human teratogen.”).5   

This is not a situation where there is a dearth of epidemiological evidence. To the contrary, 

Dr. Louik acknowledged that she based her opinions that no association exists on well-designed, 

well-conducted, and well-powered epidemiological studies looking at Zofran and specific types of 

cardiac defects. Ex. 3, 10/14/20 Louik Dep. at 43:1-49:11; 81:12-20. These epidemiological 

studies establish a critical distinction between this case and Milward v. Acuity Specialty Prod. 

Group, where no epidemiology existed on the specific type of leukemia at issue. 639 F.3d 11 (1st 

                                                 
4 Soldo v. Sandoz Pharm., Corp., 244 F. Supp. 2d 434, 533 (W.D. Pa. 2003) (“The very purpose of epidemiology is 
to serve the type of testing function required by Daubert, i.e., to discern accurately the effect of a particular agent on 
a disease against the background of the natural occurrence of the disease in the relevant population.”); Norris v. Baxter 
Healthcare Corp., 397 F.3d 878, 882 (10th Cir. 2005) (epidemiology is the “best evidence of general causation”); 
Rains v. PPG Indus., Inc., 361 F. Supp. 2d 829, 834 (S.D. Ill. 2004) (“[e]pidemiologic studies are the primary, 
generally accepted methodology for demonstrating a causal relation between a chemical and the set of symptoms or a 
disease”).   
5 The In re Zoloft court’s conclusion that there was a lack of requisite epidemiological support for Plaintiffs’ claims 
ultimately ended that MDL. Importantly, at the Daubert hearing in this litigation, Plaintiffs’ counsel acknowledged 
that “[t]he take-away from Zoloft is this. It’s really no different than what the First Circuit requires.”  Ex. 12, 4/25/19 
Hr’g Tr. at 3-32, 3-33.   

Case 1:15-md-02657-FDS   Document 2085   Filed 02/12/21   Page 7 of 23



7 

Cir. 2011). Where, as here, a wealth of epidemiologic evidence exists, the First Circuit made clear 

that this evidence proves “significant” and “cannot be ignored.” Id. at 24.6 

Plaintiffs’ counsel admitted as much at the Daubert hearing. With regard to Dr. Louik’s 

opinions, counsel claimed: “This would be a different situation if Dr. Louik came in and said that 

on septal defect[s], the epidemiology is negative. I would submit to your Honor that’s the end of 

the day, that would be the end of the day.” Ex. 12, 4/25/19 Hr’g Tr. at 3-25. Dr. Louik’s testimony 

that there is no association between Zofran and heart defects, notwithstanding large, well-designed, 

well-conducted studies looking at this issue, is exactly what negative epidemiology is.7 Dr. Louik’s 

new admissions that there is no association between Zofran and heart defects of any kind 

establishes that there is “nothing going on” between Zofran and heart defects. Plaintiffs’ self-

described “end of the day” for heart defect claims is here. 

FDA’s recent assessment of the scientific data on Zofran and birth defects underscores the 

vital role of epidemiologists in assessing whether a medication is associated with birth defects. 

FDA “employs a multidisciplinary staff of healthcare professionals, epidemiologists, and other 

scientists” to assess data such as epidemiology studies.8 In doing so, these “[r]eviewers consider 

the strengths and limitations of each data source throughout the review to inform the assessment 

of adverse drug effects to the pregnant women and the fetus” so as to “optimize the detection and 

characterization of any adverse effects related to prenatal product exposure[.]”9 After deploying 

these epidemiologists and other scientists to evaluate the epidemiological studies on Zofran and 

birth defects,  

                                                 
6 Additionally, unlike here, the expert in Milward did not acknowledge that epidemiology was required to establish 
causation. Nor did Milward involve establishing causation in the field of teratology.  
7 Dr. Julie Buring, a Harvard epidemiology professor who wrote the entire methodology section of Dr. Louik’s report, 
made clear that “no association” means a “null” finding or “nothing going on.” Ex. 13, 11/20/18 Buring Dep. at 
157:14-18.  
8 Ex. 14, FDA’s January 15, 2021 response to GSK’s Citizen Petition at 9 (emphasis added). 
9 Id. 

Case 1:15-md-02657-FDS   Document 2085   Filed 02/12/21   Page 8 of 23



8 

 

 

 

. FDA’s conclusion is especially 

powerful given that FDA applies a lower standard for purposes of warning about a potential risk 

than the preponderance of evidence standard that applies to expert testimony. See In re Neurontin 

Mktg., Sales Practices, & Prod. Liab. Litig., 612 F. Supp. 2d 116, 136 (D. Mass. 2009). Even 

under that lower standard, FDA concluded that there is no association between Zofran and birth 

defects.  

Contrary to FDA’s methodology, which calls upon epidemiologists to interpret 

epidemiology studies, Plaintiffs’ non-epidemiologist experts now seek to divorce themselves from 

the opinions of Dr. Louik, their chosen expert in the field. That these non-epidemiologist experts 

reach conclusions that the experts in the field would not reach is, in itself, evidence of the 

“unreliability” of their methodology. Fed. R. Evid. 702, advisory committee’s note to 2000 

amendment (“[W]hen an expert purports to apply principles and methods in accordance with 

professional standards, and yet reaches a conclusion that other experts in the field would not reach, 

the trial court may fairly suspect that the principles and methods have not been faithfully 

applied.”); In re Viagra (Sildenafil Citrate) & Cialis (Tadalafil) Prod. Liab. Litig., 424 F. Supp. 

3d 781, 798 (N.D. Cal. 2020). As shown below, the unreliability of Plaintiffs’ non-epidemiologist 

experts’ approach is further confirmed by their own admissions about what is required to establish 

causation, as well as their admitted inability to satisfy a critical element of that methodology. 
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II. Dr. Louik’s Extraordinary Change in Opinion Renders Plaintiffs’ Experts’ Opinions 
Unreliable Under Their Own Methodologies. 

A. All of Plaintiffs’ Experts Acknowledge That Their Own Methodologies 
Require Epidemiologic Support to Establish Causation. 

At deposition, Plaintiffs’ experts each acknowledged that human epidemiological studies 

are necessary to support their causation opinions.  

Q.  But you agree, Dr. Louik, that in trying to determine if an exposure like Zofran 
increases the risk of septal defects or cleft palate, you need controlled 
epidemiological studies?  

A.  Controlled studies, yes, absolutely.10 
  
 *** 
 
Q. Dr. Danielsson, you agree that consistent findings by two or more high-quality 

epidemiologic studies are necessary to demonstrate human teratogenicity? 
A.  Yes, yes, yes.11 
 
 *** 

 
Q.  Fair enough, Dr. Sadler. My question is, though, that you need human epidemiology 

because there’s a background rate of these defects in the population? That’s all I’m 
asking. 

A.   Yes.12 
 
 *** 
 
Q. Okay. So, I, as I understand this, and you [Dr. Abdulla] correct me if I’m wrong, to 

get to causation in your analysis . . . you need human epidemiologic support? 
A. Yes, sir.13 
 

                                                 
10 Ex. 2, 10/18/18 Louik Dep. at 55:24-56:4; see also Ex. 1, 7/12/18 Louik Rpt. at 6 (discussing “how . . . 
epidemiologists infer causation” and stating “[e]valuating an epidemiologic question first involves consideration of 
the concept of association between a particular exposure and an outcome.”) (emphasis in original); Ex. 3, 10/14/20 
Louik Dep. at 109:22-110:6 (testifying that she withdrew her causation opinion because “[t]he epidemiologic literature 
was not sufficient for me to say one way or the other whether or not there was a causal association.”). 
11 Ex. 15, 10/12/18 Danielsson Dep. at 60:11-15. 
12 Ex. 16, 9/25/18 Sadler Dep. at 45:17-21; see also Ex. 17, 5/30/19 Sadler Dep. at 54:19-25 (“Q. Okay. I mean, if 
there were insufficient epidemiological support, you certainly would not conclude that Zofran can cause cardiac or 
orofacial cleft defects? A. Probably not, no.”). 
13 Ex. 18, 5/2/19 Abdulla Dep. at 55:4-14; see also Ex. 19, 10/26/18 Abdulla Dep. at 52:19-22 (“Q. Okay. Would you 
[agree] that epidemiological studies are necessary for – to determine if an exposure causes cardiac defects? A. Oh, 
absolutely.”). 
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This testimony is consistent with Plaintiffs’ experts’ stated methodologies, which require 

confirmatory epidemiological evidence to reliably opine that Zofran is capable of causing birth 

defects. Specifically, Drs. Louik and Abdulla use the Bradford-Hill criteria to reach their causation 

opinions. Ex. 1, 7/12/2018 Louik Rpt. at 7-8; Ex. 19, 10/26/18 Abdulla Dep. at 46:5-48:15. Drs. 

Sadler’s report discusses Wilson’s Principles of Teratology and the Bradford-Hill criteria,14 and 

he testified that the Bradford-Hill criteria and Shepard’s criteria must be considered. Ex. 20, 

7/10/18 Sadler Rpt. at 4-5; Ex. 16, 9/25/18 Sadler Dep. at 71:19-73:18. Dr. Danielsson utilized 

Wilson’s Criteria, ICH Guidelines, and Shepard’s Criteria, and according to his report, his 

conclusions are based upon application of Shepard’s Criteria. Ex. 21, 7/5/18 Danielsson Rpt. at 2-

5. These stated criteria of Plaintiffs’ experts implicate human epidemiological support. Dunn v. 

Sandoz Pharm. Corp., 275 F. Supp. 2d 672, 678 (M.D.N.C. 2003) (“[T]he Bradford Hill criteria 

is a method for determining whether the results of an epidemiological study can be said to 

demonstrate causation and not a method for testing an unproven hypothesis.”); Zoloft III, 2015 

WL 7776911, at *3 n.4 (concluding in case in which experts relied on the Bradford Hill criteria 

and Wilson’s Principles of Teratology that, “[a]bsent consistent, repeated human epidemiological 

studies showing a statistically significant increased risk of particular birth defects associated with 

exposure to a specific agent, the community of teratologists does not conclude that the agent is a 

human teratogen”); Ex. 22, T.H. Shepard, “Proof” of human teratogenicity, Teratology (1994) 

[hereinafter Shepard’s Criteria] (requiring “consistent findings by two or more high-quality 

epidemiological studies”); Ex. 23, Int’l Council For Harmonisation of Technical Requirements for 

                                                 
14 Although not identified as the Bradford-Hill criteria, Dr. Sadler specifically discussed several of Hill’s criteria in 
the methodology section of his report. Ex. 20, July 2018 Sadler Rpt. at 5 (“Additionally, I considered and evaluated 
the sources and quality of the publications and science I reviewed as well as the research question the study addressed, 
the ability of the study to answer the question (power), strength, biologic plausibility, temporality, dose-response, and 
consistency of the information.”).  
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Pharm. for Human Use (“ICH”), Detection of Toxicity to Reproduction For Human 

Pharmaceuticals, at 24 (2017) [hereinafter ICH Guidelines] (“Human data (e.g., known effects of 

human genetic variations, clinical trial experiences) can greatly influence the overall assessment 

of human risk of reproductive or developmental toxicity.”); see also Ex. 24, Plaintiffs’ Daubert 

Day 1 Hr’g slides at 16 (suggesting that Wilson’s Principles, Shepard’s Criteria and ICH 

Guidelines are comparable to Bradford-Hill); and Ex. 25, 4/24/19 Daubert Hr’g Tr. at 2-41 

(Plaintiffs noting “overlap” in the criteria of various methodologies). 

That Plaintiffs’ experts’ methodologies require epidemiological support takes on a 

heightened importance in light of Dr. Louik’s new admissions that these data do not establish an 

association, much less causation, between Zofran and heart defects. Indeed, lesser forms of 

causation evidence, such as biological plausibility and animal data, are not even considered in a 

causation analysis unless there is first an association established in human epidemiological data. 

In re Neurontin, 612 F. Supp. 2d at 132 (“an epidemiological study demonstrating an association 

is a prerequisite for proper application of Bradford Hill criteria”); In re Breast Implant Litig., 11 

F. Supp. 2d 1217, 1233 n.5 (D. Colo. 1998) (“The Bradford-Hill criteria start with an association 

demonstrated by epidemiology and then apply [those] criteria . . . .”). Plaintiffs’ experts cannot 

offer conclusory opinions on causation absent adequate evidence of an underlying true association. 

B. Plaintiffs’ Experts Deferred to Dr. Louik on Critical Issues of Epidemiology, 
Because They Are Not Qualified to Assess a True Association. 

While Drs. Sadler, Abdulla, and Danielsson acknowledge that human epidemiological 

evidence is required and purport to opine that Zofran can cause cardiac defects, their self-described 

limitations on their epidemiological expertise make clear that they are incapable of reliably 

assessing whether a true association exists between Zofran and heart defects. Their inability to 

satisfy this essential initial step in evaluating the epidemiological evidence sabotages the reliability 
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of their methodologies.15 Indeed, an expert’s methodology must be reliable at every step of the 

way. Fed. R. Evid. 702 advisory committee’s note to 2000 amendment (quoting In re Paoli R.R. 

Yard PCB Litig., 35 F.3d 717, 745 (3d Cir. 1994) (“Any step that renders the analysis unreliable . . . 

renders the expert’s testimony inadmissible. This is true whether the step completely changes a 

reliable methodology or merely misapplies that methodology.”) (emphasis in original)). In re 

Mirena IUS Levonorgestrel-Related Prods. Liab. Litig. (No. II), 982 F.3d 113, 123 (2d Cir. 2020) 

(“In deciding whether a step in an expert’s analysis is unreliable, the district court should undertake 

a rigorous examination of the facts on which the expert relies, the method by which the expert 

draws an opinion from those facts, and how the expert applies the facts and methods to the case at 

hand.”) (emphasis in original) (quoting another source). 

A study may find a positive association (or a relative risk greater than 1.0) when there is 

no real or true association. Ex. 26, Reference Manual on Scientific Evidence at 572 (3d ed. 2011). 

To determine whether a positive association is a true association, epidemiologists must go further 

and examine whether the results are due to chance, bias, or confounding. Id.; Caraker v. Sandoz 

Pharm. Corp., 188 F. Supp. 2d 1026, 1031 (S.D. Ill. 2001) (“In any epidemiological study, the 

first question is whether an association exists; the second is whether that association is actually 

a true association and not an association due to some error.”); ECF No. 1251 (GSK’s Daubert 

Brief at 12 (explaining the role of chance, bias, and confounding)).  

Plaintiffs acknowledge that experts “must assess whether or not a study’s results are likely 

or unlikely due to chance, bias and confounding” and that Dr. Louik performed these assessments 

for Plaintiffs. ECF No. 1247 at 29 (emphasis added); ECF No. 1299 at 37-38 (chance (or random 

error), bias, and confounding “must be considered”). Without the ability and expertise to assess 

                                                 
15 GSK has previously explained to the Court why these experts should not be permitted to testify at trial. See generally 
ECF Nos. 1304 and 1565. It stands by those arguments.  
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the epidemiology studies for chance, bias, and confounding, Plaintiffs’ non-epidemiology experts’ 

opinions must be excluded. See Milward v. Acuity Specialty Prod. Grp., Inc., 969 F. Supp. 2d 101, 

112 n.7 (D. Mass. 2013), aff’d sub nom. Milward v. Rust-Oleum Corp., 820 F.3d 469 (1st Cir. 

2016) (non-epidemiologist expert’s opinion was not reliable where the expert was not qualified to 

and not capable of “evaluat[ing] the relevant studies with the ‘rigor that characterizes the practice’ 

of an epidemiologist expert . . . such that she can meaningfully attest to their reliability, or 

distinguish more reliable studies from those less reliable”). Plaintiffs’ non-epidemiologic experts 

admit that they are incapable of conducting this essential assessment. 

Dr. Sadler testified that he would defer to Dr. Louik on such issues. Ex. 16, 9/25/18 Sadler 

Dep. at 61:13-17. He admitted that when examining the Zofran epidemiology studies, he “didn’t 

do what an expert would do, nor could [he] even begin to,” and that he “cannot independently 

assess the reliability of epidemiological study results.” Id. at 65:21-66:1; 69:12-18. Notably, he 

disclaimed expertise or deferred to Dr. Louik on epidemiological concepts critical to determining 

whether a positive association is a true association, including the ability to independently assess 

statistical power (id. at 68:4-6) and potential biases, including recall bias, detection bias, and over-

ascertainment bias (id. at 61:18-62:13; Ex. 27, 8/13/19 Sadler Dep. at 205:13-206:2); the ability to 

evaluate confounders (Ex. 16, 9/25/18 Sadler Dep. at 83:15-19, 64:24-65-20); and the effect of 

multiple comparisons (id. at 68:12-69:7). In his own words, he is “not qualified,” is “not trained,” 

and doesn’t “have the expertise” to assess epidemiological study limitations.16 

                                                 
16 See Ex. 27, 8/13/19 Sadler Dep. Timothy Robinson v. Eli Lilly, at 205-206 (“Q. And those limitations, those things 
that might lead to over-ascertainment are not among the study limitations that are in your report? A. I don’t discuss 
these things. You’ve proven it. Okay? I’m not an epidemiologist. If I talked about this stuff, you would criticize me 
because I don’t have the expertise. I don’t have this expertise. I cannot do this. I cannot do a detailed -- like your -- 
the fellow that you have for the statistics, that did all of the epidemiology. Q. Dr. Hedges? A. Yeah. I can’t do that. 
I’m not Dr. Hedges, and I’m not qualified to do that. I’m not trained to do it. Don’t want to do it.”) (emphasis added). 
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 Dr. Abdulla likewise acknowledged that he lacks the epidemiological expertise necessary 

to assess whether a true association exists. He admitted that that he views the studies not as an 

epidemiologist or statistician would, but only as a clinician. Ex. 18, 5/2/19 Abdulla Dep. at 42:14-

22. Dr. Abdulla “cannot go in and dissect the methodology” of epidemiology studies because he’s 

“not equipped with the experience to do the fine combing through the methodology and various 

methodological procedures . . . to gather the information or analyze it.” Id. at 245:13-246:7. For 

example, he could not explain the purpose of propensity scores17 and admittedly lacks the expertise 

to assess using propensity scores to adjust for confounders central to assessing Huybrechts (2018). 

Id. at 122:24-123:3; 124:18-125:23. When epidemiological studies show a decreased risk, those 

results “do not mean anything to [him]” because he approaches the epidemiology from the 

perspective of a clinician. Id. at 132:7-134:5. 

Similarly, Dr. Danielsson admitted that he “didn’t look at the epidemiology in detail” (Ex. 

15, 10/12/18 Danielsson Dep. at 116:17-117:14) and repeatedly deferred to Dr. Louik, whom he 

called a “really senior epidemiologist.” Id. at 394:21-395:22; 112:23-113:7 (“epidemiology was 

basically covered by Dr. Carol Louik.”); Id. at 389:22-390:23 (stating that he looked at Dr. Louik’s 

report and “[s]he really, in detail, went through all—all epidemiological studies with 

ondansetron.”). According to Dr. Danielsson, “Carol Louik is a much better expert than I am in 

that area [epidemiology]” and “you have to look at the expert, Dr. Louik, what she says about 

epidemiology if you want to have details.” Id. at 151:25-152:4, 152:13-19. On issues related to 

assessing chance, bias, and confounding—the three inquiries necessary to determine whether a 

true association exists—Dr. Danielsson specifically deferred to Dr. Louik. Id. at 72:19-73:8. 

                                                 
17 Epidemiologists use propensity scores to comprehensively assess the role of potential confounding in assessing 
whether a true association exists or not.  See Ex. 3, 10/14/20 Louik Dep. at 40:21-41:1; ECF No. 1251 (GSK’s 
Daubert Brief) at 12 (explaining the role of confounding). 
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Plaintiffs’ non-epidemiologist experts admittedly lack the ability to supply the foundational 

evidence necessary for an essential step in forming a reliable causation opinion—the existence of 

a true association. They each disclaim the ability to assess epidemiological studies for chance, 

confounding, and bias. And Drs. Sadler and Danielsson specifically deferred to Dr. Louik on these 

epidemiological concepts. Now that Dr. Louik has opined that the studies as a whole do not support 

even a true association, the other Plaintiffs’ experts cannot rely on Dr. Louik for that technical, 

method-based assessment. And by their own admissions, they cannot fill this critical gap. As 

another federal court stated, “it would turn expertise upside down” to allow a witness who is not 

an expert in a particular field to testify as to the cause of the plaintiffs’ injury when the actual 

expert in that field testified that the cause was unknown. Mascarenas v. Miles, Inc., 986 F. Supp. 

582, 593 (W.D. Mo. 1997). There, like here, the non-expert could not reliably provide the missing 

causation piece. Lacking the necessary expertise to assess the existence of a true association, these 

non-epidemiologist experts cannot reliably opine that Zofran causes heart defects. 

C. Under Their Own Methodologies, Plaintiffs’ Causation Experts Cannot Now 
Ignore the Lack of Association in the Epidemiological Data. 

It is axiomatic that experts cannot purport to follow a methodology and then abandon or 

alter that methodology when the underlying facts no longer support their conclusion. See Soldo, 

244 F. Supp. 2d at 560 (“The reliability of plaintiff’s experts’ opinions is significantly undermined 

by the fact that they abandon the method that they themselves have defined.”); In re Mirena IUS 

Levonorgestrel-Related Prod. Liab. Litig., 341 F. Supp. 3d 213, 242 (S.D.N.Y. 2018) (“Where an 

expert ignores evidence that is highly relevant to his conclusion, contrary to his own stated 

methodology, exclusion of the expert’s testimony is warranted.”). Having testified that 

epidemiologic studies are required, having deferred to Dr. Louik on the necessary underlying 

principles of epidemiology, including assessing the studies for chance, bias, and confounding, and 
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having disclaimed the ability to critically analyze the epidemiological studies, Plaintiffs’ experts 

cannot reach a reliable assessment on causation without abandoning the very methodology they 

set out to follow when they believed the epidemiology supported an association between Zofran 

and heart defects. Dr. Louik’s recent acknowledgment that no such association, let alone causation, 

exists between Zofran and any heart defect eliminates Plaintiffs’ experts’ ability to reliably reach 

their opinions under their original methodology. Otherwise Plaintiffs’ experts simply (and 

improperly) bypass an essential step—determining whether a true association exists based on the 

epidemiological data—in the face of Dr. Louik’s assessment of that very data. Fed. R. Evid. 702, 

advisory committee’s note to 2000 amendment (quoting In re Paoli, 35 F.3d at 745) (“Any step 

that renders the analysis unreliable . . . renders the expert’s testimony inadmissible.”). Having 

failed to address or reconcile the lack of a valid association, they instead engage in a results-driven 

inquiry at odds with their stated methodologies. This approach is incompatible with Daubert. 

D. Recent Deposition Testimony Revealed Additional Methodological Flaws. 

The latest depositions of Plaintiffs’ non-epidemiologist experts have revealed additional 

methodological flaws and the litigation-driven nature of their opinions. Both Drs. Abdulla and 

Sadler repeatedly ignored contrary evidence or data, a practice irreconcilable with a reliable or 

scientifically sound methodology. See In re Lipitor (Atorvastatin Calcium) Mktg., Sales Practices 

& Prod. Liab. Litig., 174 F. Supp. 3d 911, 932 (D.S.C. 2016) (collecting cases excluding experts 

for failure to account for contrary evidence); Milward, 820 F.3d at 475 (the expert’s “complete 

unwillingness to engage with the conflicting studies (irrespective of whether she was able to or 
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not) made it impossible for the district court to ensure that her opinion was actually based on 

scientifically reliable evidence and, correspondingly, that it comported with Rule 702.”).18  

Dr. Sadler admitted that he entirely ignored evidence that does not support his opinion. He 

was totally unaware of and had not considered (1) a randomized controlled trial co-authored by 

Dr. Jon Andersen (the author of the Andersen abstract upon which Dr. Sadler originally relied) 

involving Zofran in which women are not warned about any risk of heart defects; (2) an article by 

Dr. Andersen discussing Zofran use in pregnancy; and (3) a publication by Dr. Damkier criticizing 

the Zambelli-Weiner study for some of the flaws the Court is aware of. Ex. 8, 10/9/20 Sadler Dep. 

at 26:7-29:8. Notably, Dr. Sadler acknowledged that he no longer relies on the Andersen abstract 

after being confronted with Dr. Andersen’s recent statements about Zofran. Id. at 136:25-137:6.  

Even among the studies that he did review, Dr. Sadler admitted that he discussed only 

analyses from the studies that supported his opinions. See id. at 150:22-152:8 (admitting, with 

regard to the Picot meta-analysis, that he included in his report the analyses where the authors “had 

found positive correlations” and that was “what [he] focused on”); id. at 152:10-153:1 (admitting 

that he did not include all analyses in Picot); id. at 113:5-25; 115:12-116:13; 120:8-121:15 

(acknowledging limitations of the Lemon study not discussed in report). Similarly, Dr. Sadler 

acknowledged that he did not apply the same methodology in assessing the studies that did and 

those that did not support his conclusion. See, e.g., id. at 99:20-100:17; 102:19-103:20 (mentioning 

live births as a limitation when discussing the Huybrechts study, but not when discussing the 

Zambelli-Weiner, Lemon, or Danielsson studies); id. at 104:12-105:21 (mentioning estimated date 

of conception as a limitation when discussing the Huybrechts 2019 study, but not when discussing 

                                                 
18 See also, Milward, 639 F.3d at 17 n.5 (“[T]he term ‘weight of the evidence’ is used ‘to characterize a process or 
method in which all scientific evidence that is relevant to the status of a causal hypothesis is taken into account.’”) 
(emphasis added) (citing another source). 
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the Zambelli-Weiner study). Remarkably, Dr. Sadler made these admissions despite 

acknowledging that “reliable methodology requires one to impartially consider both the evidence 

that supports and the evidence that does not support one’s conclusions” and that “an expert report 

should impartially put forward both the data that support and the data that do not support the 

expert’s conclusion.” Ex. 17, 5/30/19 Sadler Dep. at 47:3-10; 47:14-18. 

Dr. Sadler’s pattern of ignoring contrary evidence extended beyond the published 

literature. He did nothing to investigate Dr. Louik’s changed opinions on heart defects, despite his 

earlier testimony about her. Ex. 8, 10/9/20 Sadler Dep. at 31:5-33:11. Nor did he review any of the 

thousands of pages of documents produced by Dr. Zambelli-Weiner and Plaintiffs’ counsel 

regarding the study Plaintiffs’ counsel funded. Id. at 56:15-58:7. In fact, since May 2019, he did 

not do a single thing to educate himself about the Zambelli-Weiner study, including reviewing the 

unpublished comparative analyses showing a statistically decreased risk of heart defects for 

ondansetron when compared to other antiemetics. Id. at 79:12-80:2.  

Dr. Abdulla acknowledged a similar unreliable approach, testifying that he relies on studies 

that “make [his] point.” Ex. 28, 10/29/20 Abdulla Dep. at 20:20-21:8. He did not review the 

Damkier article, discussing methodological flaws and bias infecting the Zambelli-Weiner study on 

which he continues to rely. Id. at 19:21-20:1; Ex. 9, 11/19/20 Abdulla Dep. at 79:13-20. Dr. 

Abdulla also did not review recent articles authored by Dr. Andersen on the relationship between 

Zofran and heart defects, including an article in which the authors concluded that it was appropriate 

to give Zofran to pregnant women and not warn the women about the risk of heart defects. Id. at 

137:3-139:5; 140:12-141:1; 148:6-14. At the same time, while he continues to rely on the seven-

year-old abstract by Dr. Andersen, Dr. Abdulla “neither know[s] nor care[s]” whether Dr. 

Andersen believes that Zofran truly causes heart defects. Id. at. 156:14-157:10; 158:1-5. 
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Dr. Abdulla similarly ignored contrary evidence aside from medical literature. He did not 

review any of the documents produced by Plaintiffs’ counsel or Zambelli-Weiner relating to the 

Plaintiff-funded Zambelli-Weiner study, despite being made aware of those documents at his May 

2019 deposition. Id. at 62:15-64:7; Ex. 18, 5/2/19 Dep. at 181:7-10. He claimed to be unaware of 

this Court’s Order discussing Dr. Zambelli-Weiner’s false statements about her Zofran study. He 

testified that he “make[s] it a point not to know these things” and characterized the Court’s Order 

as “hearsay” and “not important” to his opinions, notwithstanding that birth defect researchers in 

the scientific community have relied on the Court’s findings to question the Zambelli-Weiner study 

in a published article (which Dr. Abdulla also did not review). Ex. 9, 11/19/20 Dep. at 67:8-68:6; 

76:14-77:8; 78:5-15. He also did not review FDA’s recent rejection of birth defect warnings for 

Zofran, even though he has considered FDA labeling and pronouncements in prior litigations—

when that labeling supported his opinions. Id. at 152:14-21; 124:20-125:10. 

Dr. Abdulla’s recent deposition also showed that he has not utilized the same rigor in 

rendering his litigation opinions that he uses in his role as a journal editor, despite his prior 

testimony that his methodology in this case was the same as the methodology he employs as a 

journal editor. Ex. 19, 10/26/18 Abdulla Dep. at 15:1-7. Dr. Abdulla was forced to admit that the 

submission guidelines for his own journal use the term “bias” multiple times and require the 

disclosure of an author’s expert witness work. Ex. 9, 11/19/20 Abdulla Dep. at 100:5-20; 102:16-

103:1; 104:23-105:12. Yet, when confronted with Dr. Zambelli-Weiner’s relationship with 

Plaintiffs’ counsel and her failure to disclose her expert witness work, Dr. Abdulla first tried to 

claim he did know what “bias of the author” meant. Id. at 72:16-73:17. He then claimed that, in 

his role as an expert witness, it is his “policy to not review information that might shed light on 

the reliability of a study and the bias or potential bias of the author of the study.” Id. at 83:12-21.  
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Drs. Sadler and Abdulla’s results-driven methodology departs from even their own 

standards of reliability, is decidedly unscientific, and is additional evidence supporting exclusion. 

III. Without Admissible Expert Opinions That Zofran Causes Septal Defects or Other 
Heart Defects, Summary Judgment Should Be Granted. 

Summary judgment is appropriate when “there is no genuine issue as to any material fact 

and . . . the moving party is entitled to judgment as a matter of law.” Fed. R. Civ. P. 56(a). Once the 

moving party shows “that there is no genuine issue of material fact which requires resolution in the 

crucible of a trial,” the burden shifts to the non-moving party to set forth “specific facts . . . that a 

trialworthy issue remains.” Cadle Co. v. Hayes, 116 F.3d 957, 960 (1st Cir. 1997). “Rule 56(c) 

mandates the entry of summary judgment . . . against a party who fails to make a showing sufficient 

to establish the existence of an element essential to that party’s case, and on which that party will 

bear the burden of proof at trial.” Celotex Corp. v. Catrett, 477 U.S. 317, 322 (1986). 

General causation is an essential element for all Plaintiffs’ claims. In re Neurontin, 612 F. 

Supp. 2d at 123 (“[T]o prevail in a pharmaceutical personal injury case, a plaintiff must establish 

two types of causation: general and specific.”). Expert testimony is necessary to establish general 

causation in complex products liability cases involving prescription drugs. See Milward, 820 F.3d 

at 476 (“[E]xpert testimony is required to establish medical causation”); Jackson v. Johnson & 

Johnson, 330 F. Supp. 3d 616, 625 (D. Mass. 2018) (“[I]f the causation question involves questions 

of medical science or technology, the jury requires the assistance of expert testimony.”).   

For the reasons discussed above and in GSK’s prior Daubert Motion and supplemental 

briefs, Plaintiffs’ experts’ opinions that Zofran is capable of causing heart defects are unreliable 

and inadmissible under Rule 702 and Daubert. Without this evidence, Plaintiffs’ claims cannot 

proceed and summary judgment must be granted. Longtin v. Organon USA, Inc., 363 F. Supp. 3d 

186, 196 (D. Mass. 2018) (dismissing claims on summary judgment for lack of expert support). 
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