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tc ""
PRELIMINARY STATEMENT
PRELIMINARY STATEMENT"

Defendant SmithKline Beecham Corporation (now known as “GlaxoSmithKline” or “GSK”) submits this Memorandum of Law in support of its motion to exclude the testimony of two of plaintiffs’ expert witnesses, Dr. David Healy and Dr. John T. Maltsberger, pursuant to Federal Rules of Evidence 702, 703 and 403.

INTRODUCTIONtc "INTRODUCTION"
Defendant GSK has sold paroxetine (“Paxil”), a pharmaceutical in the class of antidepressants known as selective serotonin reuptake inhibitors (“SSRIs”), in the United States since 1992.  Paxil has been ingested by tens of millions of people worldwide and is indicated for the treatment of depression, social anxiety disorder, panic disorder and obsessive compulsive disorder.

This action arises out of the murder of  Rita Schell, Deborah Tobin and Alyssa Tobin, and the suicide of Donald Schell on February 12 or 13, 1998.  Plaintiffs claim Paxil caused Donald Schell to commit these murders and kill himself.

Donald Schell suffered from a long history of agitated depression.  He sporadically received treatment from different psychiatrists with different medications, over the course of 14 years.  On February 11, 1998, Donald Schell saw Dr. Patel who diagnosed him with Major Depression and gave him fourteen Paxil tablets (20 mg) and prescribed ten Ambien tablets (10 mg) to help him sleep.  After the murder-suicide, the Gillette Police Department found twelve remaining Paxil tablets and eight remaining Ambien tablets.  The autopsy report indicated that Donald Schell had blood levels of Ambien and Paxil consistent with having taken no more than two doses of each drug. 

Plaintiffs claim Paxil caused this murder-suicide by inducing either:  (i) extreme anguish, akathisia or agitation; (ii) psychotic decompensation; or (iii) emotional blunting.  In fact, there is no reliable scientific evidence that Paxil causes suicide, homicide or murder-suicide, by these or any mechanism.  

Plaintiffs’ claim that Paxil causes suicide and murder-suicide
 is based solely on the general causation testimony of Dr. Healy.
    Although he is not an epidemiologist, Dr. Healy rejects established tenets of epidemiology and ignores evidence that Paxil decreases suicidality.
  Instead, he bases his opinion on his own litigation-driven, untested methodology.  

To determine whether a drug causes an adverse effect, scientists and epidemiologists use an established, generally-accepted methodology.  Since people who do not take Paxil commit suicide and murder-suicide (i.e., there is a background rate), scientists and epidemiologists must examine whether Paxil is associated with a statistically significant higher rate of suicide and murder-suicide than the background rate.  Controlled trials are the preferred means for comparing such rates between patients exposed to a drug and those not exposed to a drug.  In the case of Paxil, randomized controlled trials involving over 4,500 patients indicate that Paxil does not increase pre-existing suicidal thoughts, that Paxil does not increase newly-emergent suicidal thoughts, that Paxil does not increase suicide attempts, and that Paxil does not increase suicides.  In fact, these data indicate that Paxil actually decreases pre-existing suicidal thoughts, and decreases newly-emergent suicidal thoughts.  Plaintiffs ignore this evidence. 

On the other hand, plaintiffs cannot cite a single scientific study which shows that Paxil is associated with a statistically significant increase in suicidality or homicidality.  Plaintiffs rely instead on studies of drugs other than Paxil.  In fact, it is generally accepted in the scientific, pharmacologic, epidemiologic and psychiatric communities that conclusions about the effects of a drug must be based on studies involving that drug.  Plaintiffs’ reliance on studies of other drugs, such as Zoloft, Prozac, imipramine and reserpine, to claim that Paxil can cause suicide, homicide and murder-suicide, is scientifically unreliable.

After failing to establish by any scientifically reliable method that Paxil can cause suicide, homicide and murder-suicide, plaintiffs rely on several hypothetical biological mechanisms, thereby offering mechanisms for phenomena that do not exist.  Indeed, scientists and epidemiologists do not consider the viability of hypothetical biological mechanisms, unless it has been first established by valid scientific methods that the effect is caused by the drug in question.

Dr. Healy’s methodology is unreliable.  Contrary to established epidemiologic principles, he elevates case reports and “challenge-rechallenge studies” (where patients are exposed to a drug, the exposure is stopped, and patients are re-exposed to the same drug) above randomized controlled trials as the best evidence to establish causation.  Moreover, the case reports and supposed “challenge-rechallenge studies” upon which Dr. Healy relies do not even involve Paxil and are seriously flawed.

Plaintiffs’ claim that Paxil specifically caused Donald Schell to commit murder-suicide is also based on the specific causation testimony of both Dr. Healy and Dr. Maltsberger.

This Daubert challenge goes to the very heart of the gatekeeping function envisioned by the United States Supreme Court in Daubert v. Merrell Dow Pharmaceuticals, Inc., 509 U.S. 579 (1993) (“Daubert”).  Plaintiffs’ two psychiatric experts intend to tell the jury that Paxil caused this murder-suicide, despite the fact that they:

1. 
offer no reliable scientific evidence that Paxil does cause suicide, homicide and murder-suicide; 

2. 
rely on studies involving drugs other than Paxil;

3. 
use methodology that is scientifically unreliable and not generally accepted in the scientific community; and

4. 
ignore reliable scientific evidence demonstrating that Paxil does not cause suicidality.

ARGUMENTtc "ARGUMENT"
I.    Plaintiffs Must Present Admissible Evidence of Causation tc "Plaintiffs Must Present Admissible Evidence of Causation " \l 2
Plaintiffs must establish by admissible evidence both that it is more likely than not  (i) that Paxil is capable of causing suicidal and homicidal actions (i.e., general causation); and (ii) that Paxil actually caused Donald Schell’s alleged actions (i.e., specific causation).  See John Q. Hammons, Inc. v. Poletis, 954 P.2d 1353, 1356-58 (Wyo. 1998); see also Waggoner v. General Motors Corp., 771 P.2d 1195, 1204 (Wyo. 1989).  As the court in In re Breast Implant Litigation aptly summarized, “[g]eneral causation is whether a substance is capable of causing a particular injury or condition in the general population, while specific causation is whether a substance caused a particular individual’s injury.”  11 F. Supp. 2d 1217, 1224 (D. Co. 1998).  Plaintiffs intend to use, and indeed must use, expert opinion testimony to establish causation.  See generally, DeLuca v. Merrell Dow Pharm., 911 F.2d 941, 958 (3d Cir. 1990).  If plaintiffs are unable to prove general causation, the court will not reach the issue of specific causation.
 

II.    This court Has A Responsibility To Act As A “Gatekeeper” And To Keep Unreliable Expert Testimony Out of the courtroom tc "This court Has A Responsibility To Act As A Gatekeeper And To Keep Unreliable Expert Testimony Out of the courtroom " \l 2
The key issues on this motion are (i) whether plaintiffs’ experts are qualified to give their proposed testimony; and (ii) whether each expert’s proposed testimony is sufficiently reliable and probative to satisfy Rules 702 and 703.

Rule 702 imposes a “gatekeeping” responsibility on the federal trial courts, requiring them to assess both the qualifications of experts and the reliability of the experts’ opinions.  See Daubert, 509 U.S. at 589-95 (1993); see also Kumho Tire Co., Ltd. v. Carmichael, 526 U.S. 137, 152 (1999) (“Kumho Tire”).  Thus, a trial court “must determine whether expert testimony would assist the trier of fact and whether the expert is qualified to offer an opinion.” Lippincott v. State Indus., 1998 U.S. App. LEXIS 8327, at *5 (10th Cir. 1998). 

This is the first case to go to trial where plaintiffs assert that Paxil caused suicide and murder-suicide.  The Tenth Circuit has emphasized that a trial court must be especially vigilant when confronted with a novel theory of medical causation, make “specific findings of record,” and assure that “the particular opinion is based on valid reasoning and reliable methodology.”  Dodge v. Cotter Corp., 203 F.3d 1190, 1200 (10th Cir. 1998) (citation and internal quotation omitted).  

In Daubert, the Supreme Court outlined several key factors which trial courts should consider when assessing the reliability of the scientific methodology utilized by an expert. See 509 U.S. at 593-95.  That list has been augmented by subsequent decisions.  See, e.g., Daubert v. Merrell Dow Pharm., 43 F.3d 1311, 1317 (9th Cir. 1995) (“Daubert II”).  The relevant factors include:  (1) whether the theory or methodology at issue can be or has been objectively tested;  (2) whether the theory or  methodology has been subjected to peer review and/or publication;  (3) the known or potential rate of error of the theory or methodology; (4) whether standards or controls exist or are maintained with respect to the theory or methodology; and (5) whether the theory or methodology has been generally accepted in the scientific community.  See Daubert, 509 U.S. at 593-95;  Kumho Tire, 526 U.S. at 149-150.  The Supreme Court emphasized in Daubert that its list of factors was not exclusive and that other factors may be relevant.  See 509 U.S. at 594, n.12; see also Kumho Tire, 526 U.S. at 141-42.  

Following that instruction, other courts have considered additional factors such as whether:  (1) the expert’s proposed testimony grows naturally and directly out of the expert’s non-litigation dependent research, or whether the expert developed his or her opinion expressly for the purpose of testifying, see, Daubert II, 43 F.3d at 317;  see also Bunting v. Jamieson, 984 P.2d 467, 472 (Wyo. 1999); (2) the expert has made an unacceptable inferential leap from an accepted premise to an unfounded conclusion, see GE v. Joiner, 522 U.S. 136, 146 (1997); (3) the expert has adequately accounted for obvious alternative explanations, see Claar v. Burlington N.R.R., 29 F.3d 499 (9th Cir. 1994); and (4) the expert is exercising the same degree of care in testifying as he or she would exercise in his or her professional work outside the context of paid litigation consulting, see Kumho Tire, 526 U.S. at 152; see also Sheehan v. Daily Racing Form, 104 F.3d 940, 942 (7th Cir. 1997);  Bunting, 984 P.2d at 472.

III.    Plaintiffs’ Experts Are Not Properly Qualified  tc "Plaintiffs’ Experts Are Not Properly Qualified  " \l 2
It is well-settled that an expert witness only may testify within his particular field of expertise.  See U.S. v. Ledesma, 2000 U.S. App. LEXIS 2061, *10-*11 (10th Cir. 2000) (chemist and toxicologist trained to determine the presence of toxic substances not qualified to testify as to the psychological or pharmacological effects of methamphetamine); Summers v. Mo. Pac. R.R. Sys., 132 F.3d 599, 604 (10th Cir. 1997) (psychologist not qualified to testify as to cause of plaintiffs’ alleged brain damage because she was not “an expert in the field of medicine or toxicology”).  Thus, under Rule 702, the trial courts must exclude testimony offered by an expert which falls outside of their expertise.  

A. 
Dr. David Healy tc "
Dr. David Healy " \l 3
Dr. Healy is a psychiatrist, not an epidemiologist, a biostatistician, or a warnings expert. With regard to general causation, he intends to opine that Paxil can cause homicidal and suicidal actions by inducing “akathisia,” by “producing emotional indifference,” or by “precipitating a psychotic decompensation” (See Healy Report 1 (Ex 1)). With regard to warnings, he intends to opine that the Paxil label  was inadequate.

In support of his opinions concerning general causation, Dr. Healy applies his  own untested methodology, dismissing well-known, well-established tenets of epidemiology and biostatistics; See Dr. Philip S. Wang’s Rule 26 Expert Report, dated April 3, 2001, attached as Exhibit 9, hereafter (“Wang Report (Ex. 9)”) ¶ 19.  He dismisses concepts such as randomized control trials, statistical significance, confidence intervals, relative risks and p-values, and substitutes his own concepts (Healy Tobin Dep (Ex. 10), pp. 134, 138, 154-155, 164-167).  Dr. Healy rejects established principles of epidemiology and biostatistics even though he is neither trained nor qualified as an epidemiologist, a statistician or a biostatistician (id., pp 54-55).  Dr. Healy is not qualified to create novel epidemiologic principles and methods for the purpose of this litigation.  Moreover, he has never published his “methodology” nor can he cite anyone who agrees with his application of this unknown “methodology” to the question of whether Paxil causes suicide and murder-suicide (id., pp. 92-93, 362-363).

Dr. Healy has no experience, training, or education qualifying him to testify as an expert on the adequacy of U.S. prescription drug warnings or the FDA’s regulations, policies and practices governing such warnings (Healy Tobin Dep (Ex. 10), pp. 341-344).  Indeed, Dr. Healy is not licensed to practice medicine in the U.S. (id., pp. 12-13).  He has no specific FDA expertise (id., pp. 344-345; Dr. Healy’s Deposition Testimony in Berman v. Lilly, dated September 25, 2000, attached as Exhibit 26, hereafter (“Healy Berman Dep (Ex. 18, 19)”), pp. 204-207, 302-306).  He has never been employed or consulted by the FDA (Healy Tobin Dep (Ex. 10), p. 345; see also, Healy Berman Dep (Ex 18), pp. 161-162).  Nor has he ever been consulted by a company concerning the FDA (Healy Berman Dep (Ex 18), p. 186, Healy Tobin Dep (Ex 10), pp. 342-345).  

These admissions require exclusion of any opinion by Dr. Healy concerning the adequacy of Paxil’s U.S. warnings.  See In Re Diet Drugs Product Liability Litigation, 2001 U.S. Dist. Lexis 1174 (W.D. Pa. 02/01/01), p. 10 (physician and ethics expert precluded from testifying about warning obligations because (i) he had “only incidental experience with pharmaceutical industry standards. . . .” and (ii) “Pharmaceutical company conduct is governed by extensive regulations of which . . . [the expert] has little or no knowledge.”); and Wehling v. Sandoz Pharms. Corp., 162 F.3d 1158 (4th Cir. 1998) (pharmacist/toxicologist unqualified to testify as to adequacy of drug warning where he had “never been involved with the drafting, regulation, or approval of product labeling for any prescription medication”). 

The court, therefore, should preclude Dr. Healy from testifying as to his opinions (1) based upon his unique application of epidemiology and biostatistics; and (2) on FDA-related matters, including the adequacy of the Paxil warnings. 

B. 
Dr. John T. Maltsberger tc "
Dr. John T. Maltsberger " \l 3
Dr. Maltsberger intends to testify that Paxil caused Donald Schell’s actions by exacerbating pre-existing “akathisic symptoms,” either by inducing “intolerable akathisia” or causing “a switch into a mixed state in which irresistible manic excitement coupled with an intense anxiety and psychosis led to the tragic outcome” (Maltsberger Tobin Dep (Ex 11), pp. 164-165).  Dr. Maltsberger apparently relies upon Dr. Healy to establish not only general causation but also the alleged association between akathisia and suicide (id., pp. 90-96).  Dr. Maltsberger also intends to opine about the adequacy of the Paxil warnings (see Maltsberger Report 2, (Ex 4)).

Dr. Maltsberger is a  psychiatrist and a psychoanalyst with no formal training in pharmacology, neuropharmacology, psychopharmacology, epidemiology, or FDA matters.  (Maltsberger Tobin Dep (Ex 11), pp. 20-27, 72; Deposition Testimony of Dr. Maltsberger in Smith v. Pfizer, dated October 9-10, 2000, attached as Exhibit 21 and 22, hereafter (“Maltsberger Smith Dep (Ex 21 (or 22))”), pp. 10-20.  He does not hold himself out as an expert on the methodology for establishing causation between a drug and an adverse effect or on drug safety (Maltsberger Tobin Dep (Ex 11), pp. 21, 26). 

Dr. Maltsberger’s area of expertise, psychoanalysis, is referred to as “talk therapy” (id., pp. 29-33).  Psychoanalysis is a discipline that exists wholly independently from treatment with drugs.  (id., pp. 29-34).  In marked contrast, psychopharmacology is the study of the actions of drugs on psychological functions.
  Indeed, Dr. Maltsberger has only prescribed Paxil 2 or 3 times in his entire career (id., p.40).  Dr. Maltsberger has done no research or writing relating to Paxil (id., pp. 23, 48-52).

Dr. Maltsberger admits his only exposure to psychopharmacology is attending an “occasional lecture,” and that other psychiatrists would not recognize him as a psychopharmacologist (Maltsberger Smith Dep (Ex 21), p. 10).  He has never lectured or published on psychopharmacology and does not regularly read any journals specific to that discipline.  (id., pp. 58:2-5, 64:15-17, 19:25-20:14, 118:25-119:2).  In addition, he has never done any research regarding the effects of Paxil or of any other drugs.  (Maltsberger Tobin Dep (Ex 11), pp. 21-22;  Maltsberger Smith Dep (Ex 21), pp. 107:8-108:25, 185:2-15).  

He has not read the FDA regulations relating to warnings, does not know the FDA criteria for evaluating warnings, does not know whether the FDA must approve warnings, does not know whether the FDA ever considered a so-called “black-box” warning for Paxil, and has no expertise in drafting warnings (Maltsberger Tobin Dep (Ex 11), pp. 24-26; Deposition Testimony of Dr. Maltsberger Espinoza v. Lilly, dated Feb. 5, 2001, attached as Exhibit 20, hereafter (“Maltsberger Expinoza Dep (Ex 20)”), pp. 147-149).  

The issues in this case involve (i) the pharmacologic effects of Paxil and the specific effect, if any, of Paxil on Donald Schell; and (ii) the adequacy of the Paxil label.  Both of these issues are outside the ambit of Dr. Maltsberger’s training, knowledge, and experience. Thus, Dr. Maltsberger’s proposed testimony should be excluded on the ground that he is unqualified to render the opinions he seeks to express.

1. 
The Proposed Testimony By Plaintiffs’ Experts Is Not Reliable tc "
The Proposed Testimony By Plaintiffs’ Experts Is Not Reliable " \l 4
The proposed testimony of Dr. Healy and Dr. Maltsberger fails to satisfy the reliability requirements of Rules 702 and 703.

The court must ensure that “any and all scientific testimony or evidence admitted is not only relevant, but reliable.”  Daubert, 509 U.S. at 589;  see also Kumho Tire, 526 U.S. at 141;  U.S. v. Smith, 156 F.3d 1046, 1052 (10th Cir. 1998).  The determination whether proposed testimony is reliable “entails a preliminary assessment of whether the reasoning or methodology underlying the testimony is scientifically valid and of whether that reasoning or methodology properly can be applied to the facts in issue.” Daubert, 509 U.S. at 592-93.  The proponent of the scientific expert testimony has the burden of proving that the methodology underlying such testimony is valid.  See id., at 592 n.10; see also Bourjaily v. United States, 483 U.S. 171, 175-176 (1987).  Plaintiffs cannot meet that burden.

In Daubert, the court said:  “Rule 703 provides that expert opinions based on otherwise inadmissible hearsay are to be admitted only if the facts or data are ‘of a type reasonably relied upon by experts in the particular field in forming opinions or inferences upon the subject.’” (id., at 595 (quoting Fed. R. Evid. 703).  Under Rule 703, an expert’s otherwise relevant opinion is only admissible where the underlying data have sufficient probative force and reliability that a reasonable expert could base an opinion upon them.  In re “Agent Orange” Prod. Lab. Litig., 611 F. Supp. 1223, 1245 (E.D. N.Y. 1985), aff’d, 818 F. 2d 187 (2d Cir. 1987) (cited in Brown v. Southeaster Pa. Transp. Auth., 35 F.3d 717, 748 (3d Cir. 1994)); see also In re TMI Litig., 193 F.3d 613, 664 (3d Cir. 1999).  This rule is appropriate because “[i]f an opinion is fundamentally unsupported, then it offers no expert assistance to the jury.”  Viterbo v. Dow Chem. Co., 826 F.2d 420, 422 (5th Cir. 1987).

The conditions for admissibility under Rule 703 are not met here where Dr. Healy relies upon isolated case reports and studies conducted on other drugs.  See Wade-Greaux v. Whitehall Labs., Inc., 874 F. Supp. 1441, 1482-84 (D.V.I. 1994) (excluding causation opinions impermissibly based on anecdotal case reports and unreliable animal and laboratory studies), aff’d, 46 F.3d 1120 (3d Cir. 1994).

C. 
General Causation tc "
General Causation " \l 3
1. 
Research involving drugs other than Paxil cannot establish the effects of Paxil tc "
Research involving drugs other than Paxil cannot establish the effects of Paxil " \l 4
There is no reliable scientific evidence linking Paxil to suicide, homicide and/or murder-suicide.  Plaintiffs’ experts, therefore, rely almost entirely upon research or experience with drugs other than Paxil (Healy Tobin Dep (Ex. 10), pp. 148-156, 239-240).  Extrapolation of this sort, to establish the ability of Paxil to cause suicide based on another drug’s alleged ability to cause suicide, is not accepted in the pharmacologic community (Dr. Alan Frazer’s Rule 26 Expert Report, dated April 3, 2001, attached as Exhibit 5, hereafter (“Frazer Report (Ex 5)”), ¶¶ 22), the epidemiologic community (Wang Report (Ex 9), ¶¶ 56, 77), or the psychiatric community (Dr. Mann’s Rule 26 Expert Report, dated April l3, 2001, attached as Exhibit 6, hereafter (“Mann Report (Ex 6)”), ¶ 16).  

Goodman & Gilman’s The Pharmacological Basis of Therapeutics (9th ed. 1966), the “Bible” of pharmacology, states that, “relatively minor modifications in the drug molecules may result in major changes in pharmacological properties” (p. 30).  Even Dr. Healy agrees:

Q: 
Well, would you agree that changing one atom in a chemical structure may alter the biological effects of a drug in the body?

A:
Absolutely.  

(Healy Tobin Dep (Ex. 10), p. 19).  It is for this reason that courts have held that it is inappropriate to draw conclusions about one drug based on studies involving a different drug.  Causation cannot be established by an expert’s unsupported extrapolation from research concerning other agents with similar, but not identical, chemical structures or functions.  See Mitchell v. Gencorp, Inc., 165 F.3d 778, 782 (10th Cir. 1999);  see also Schudel v. GE, 120 F.3d 991 (9th Cir. 1997); Glastetter v. Novartis Pharm. Corp., 107 F. Supp. 2d 1015,1034 (E.D. Mo. 2000);  Nelson v. American Home Prod. Corp., 92 F. Supp. 2d 954 (W.D. Mo. 2000);  Brumbaugh v. Sandoz Pharm. Corp., 77 F. Supp. 2d 1153, 1157 (D. Mo. 1999);  Grimes v. Hoffmann-LaRoche, Inc., 907 F. Supp. 33, n.11 (D. N.H. 1995). 

All of the above cases involved attempts to extrapolate from the known effects of one substance to the hypothesized effects of a related substance.  By contrast, in this case, plaintiffs’ experts opinions are even more tenuous as they seek to extrapolate from the hypothesized and disputed effects of other drugs (primarily Prozac and Zoloft) to establish the effects they claim Paxil causes.

(a) 
Prozac and Zoloft are not known to cause suicide, homicide or murder-suicide tc "
Prozac and Zoloft are not known to cause suicide, homicide or murder-suicide " \l 5
Plaintiffs’ experts support their claims that Paxil causes suicide, homicide  and murder-suicide by citing studies relating to two other SSRIs,
 Prozac and Zoloft.  However, it is by no means established that either Prozac or Zoloft causes suicide, homicide or murder-suicide (See Wang Report (Ex. 9) ¶ 77).  Indeed, a Daubert challenge is currently pending to Dr. Healy’s causation opinion in Miller v. Pfizer (USDC, District of Kansas, Civ. No. 99-2326 KHV) that Zoloft causes suicide. 

Lynch v. Merrell-National Labs., 646 F. Supp. 856 (D. Mass. 1986), aff’d, 830 F.2d 1190, 1194 (1st Cir. 1987), illustrates the problem presented where, as here, plaintiffs attempt to extrapolate from one drug’s effect to a different drug, and there is a question as to whether either drug in fact causes the injuries claimed.  In Lynch, the issue was whether Bendectin caused the injured plaintiff’s limb reduction defects.  Plaintiff’s experts relied, in part, upon studies of analogous chemical compounds to support the opinion that Bendectin was responsible.  The district court precluded the experts’ testimony, holding that:

Plaintiffs’ witnesses have admitted that, despite similarity, the “chemically analogous” drugs to which Bendectin is compared are different in some respects from Bendectin and its components, and that these differences may affect its properties . . . .  To accept the validity of these chemical structure studies, one must accept the premise that the drugs to which Bendectin is compared are, in fact, themselves teratogenic.  Admission of such evidence at trial would necessitate “mini-trials” as to whether the chemically analogous drugs are indeed teratogenic.  As the plaintiffs’ expert, Dr. Done, has stated, chemical structure analysis can only raise “suspicion” about potential teratogenicity and cannot be relied upon alone to show causation . . . .

646 F. Supp. at 866 (emphasis added). 



In Mitchell, supra, where the plaintiffs’ experts sought to testify that the injured plaintiff’s leukemia was caused by exposure to chemicals manufactured by the defendant, the Tenth Circuit held that, “[w]ithout scientific data supporting their conclusions that chemicals similar to benzene cause the same problems as benzene, the analytical gap in the experts’ testimony is simply too wide for the opinions to establish causation.” 165 F.3d at 782 . Unlike benzene, which is known to cause leukemia, Prozac and Zoloft, the other drugs to which plaintiffs’ experts refer in this case, are not established causes of suicide and homicide.

Nelson, supra, involved an attempt to establish that the drug in question caused eye damage on the ground that it was in the same class as other drugs known to cause eye damage.  The district court precluded the experts’ testimony, holding that:  

“The problem with these extrapolations is that they depend on numerous logical shortcuts and inferential leaps . . . . Without testing, epidemiological study, or controlled experimentation, these theories constitute no more than scientific speculation and cannot be admitted as reliable scientific knowledge.”  

92 F.Supp. 2d at 972 (citation omitted, emphasis added).

(b) 
Prozac and Zoloft are different from Paxil tc "
Prozac and Zoloft are different from Paxil " \l 5
Although SSRIs (including Paxil, Prozac and Zoloft) often are discussed as a group because they all inhibit the reuptake of serotonin (albeit with varying degrees of selectivity and potency), there are, in fact, significant differences among them.  For example, SSRIs differ in their ability to block reuptake of other neurotransmitters, dopamine and norepinephrine; and SSRIs differ in their clinical effects in people.  (Frazer Report (Ex 5), ¶ 20.)  Even Dr. Healy has written that SSRIs “are a very mixed bag of compounds” which are “structurally quite dissimilar,” and that “their range of actions across a number of receptor systems is also somewhat dissimilar” (Healy, The Antidepressant Era (2d ed.) (1999), pp. 168-169).  

Dr. Healy testified that Paxil differs from both Prozac and Zoloft with regard to chemical structure, chemical formula, pharmacologic effects, pharmacokinetic characteristics, potential for drug interactions, and adverse effects.  In addition, he testified that Paxil differed from both Prozac and Zoloft in its ability to: 

· 
block or inhibit reuptake of dopamine

· 
block or inhibit reuptake of norepinephrine

· 
block or inhibit reuptake of serotonin

· 
block H1 histamine receptors

· 
block alpha1 adrenergic receptors

· 
block muscarinic cholinergic receptors  (Healy Tobin Dep (Ex. 10), pp. 22-30).

Dr. Healy also agrees that a patient may respond positively to one SSRI but not another or that one SSRI may have an adverse effect on a patient but another may not:

Q:
Do you agree that it’s possible for a patient to experience an adverse effect on one SSRI and then switch to another without experiencing the same adverse effect on the second SSRI?

A:
That is possible.  Id., pp. 30-31.

Even with regard to the issues most relevant to this litigation, i.e., the alleged ability of Paxil to induce agitation and suicidality, Dr. Healy admits there are differences between these drugs: 

Q:
So you believe the SSRIs differ in their ability to create agitation in the people that ingest them; is that right?

A:
That is correct, yes.  (Healy Tobin Dep (Ex. 10), p. 33).   

His “hunch” is that Celexa (another SSRI) and Paxil are the least likely SSRIs to produce anxiety, and Prozac is most likely to do so.  (Id., pp. 33-34).  

Dr. Healy also notes that Prozac “builds up in the body in a way that the other SSRIs don’t”  (id., p. 319).  He believes that the risk of suicidality may vary with the particular SSRI and concedes that he does not have enough data to rank the risks.  See, Deposition Testimony of Dr. Healy in Miller v. Pfizer, dated Mar. 27, 2000, attached as Exhibit 12, hereafter (“Healy Miller Dep (Ex 17)”), pp. 130-132).  He also believes that the risk of deliberate self-harm is higher on Prozac than on Paxil.  (Healy Tobin Dep (Ex 10), p. 37).  Similarly, Dr. Maltsberger has testified that the fact that one SSRI produces a particular side effect does not mean that all SSRIs will produce the same side effect in a given patient.  (Maltsberger Smith Dep (Ex 22), pp. 255-256). 

Dr. Frazer, a pharmacologist, whose life research has focused on the mechanisms of action of antidepressant drugs, notes:

Since the pharmacology of each SSRI is unique, it is not scientifically appropriate or reliable, and it is not generally accepted in the pharmacologic community to draw conclusions about one SSRI based on studies of a different SSRI.  Indeed, FDA’s approval of each of the five SSRIs available in the United States was based on data specific to that drug (Frazer Report (Ex 5) ¶ 22).

Dr. Wang, a psychiatrist and pharmacoepidemiologist notes:

It is generally accepted in the scientific community that one cannot draw reliable conclusions about causation concerning one drug from research conducted with a different drug.  Conclusions about Paxil must be derived from scientific literature, research and clinical experience concerning Paxil (Wang Report (Ex 9) ¶ 56).



Even Dr. Healy concedes that in order to extrapolate from one drug to another, “the problem has [to be] specifically linked to a common property of both Paxil and the other drugs.”  (Healy Tobin Dep (Ex 10), p. 119).  Dr. Healy concedes, however,  that no one knows the biological mechanism by which Prozac allegedly induces suicide:

Q:
Isn’t it correct that if Prozac, does in fact, cause suicidality in humans, based upon present knowledge, we do not know what the biological mechanism is?

A:
That is also correct.  (Healy Forysth Dep (Ex 13), p. 195)
  

Thus, Dr. Healy’s extrapolation from Prozac or Zoloft to Paxil is inappropriate here.

Case law is particularly instructive on this issue.  Glastetter, supra, involved an attempt to establish causation by extrapolating from the known effects of related drugs.  See 107 F.Supp.2d at 1034. The district court precluded that testimony, holding that plaintiffs’ evidence failed to establish that the drugs “have sufficiently similar physiological effects to warrant comparison.”  Id.  (quoting Hollander v. Sandoz Pharms. Corp., 95 F. Supp. 2d 1230, 1238 (W.D. Okla. 2000) (precluding expert testimony based upon extrapolation, where the drug in question had an atom added to create it)).  See also Brumbaugh, 77 F. Supp. 2d at 1157. 

In Grimes, supra,  the injured plaintiff developed cataracts after taking Accutane, a photosensitive drug.  Assuming that other photosensitive drugs cause cataracts, plaintiff’s expert opined that Accutane had caused plaintiff’s cataracts.  The district court precluded the expert from testifying, holding that:

. . . that general proposition would not fit the facts of this case unless one could reliably draw an analogy between those photosensitive chemicals and Accutane.  See, e.g., Federal Judicial Center, Reference Manual on Scientific Evidence 83-84 (1994) . . . (suggesting that an expert who bases an opinion on a proposed analogy that has not been investigated should not be permitted to testify because he is offering a “hunch” rather than an “explanatory theory . . .”).  In the present case, Dr. Lerman has failed to identify any scientifically reliable basis for concluding that Accutane causes cataracts simply because other photosensitive drugs cause cataracts.  Id. (italics in original, emphasis added).



Dr. Healy makes a similar unsupported analytic leap from his interpretation of research data concerning Prozac and Zoloft to a conclusion about Paxil.  This leap alone renders his resulting opinions unreliable.  See Mitchell, 165 F.3d at 782-83; Glastetter, 107 F. Supp. 2d at 1032-34.  

(a) 
Reserpine and imipramine are different from Paxil tc "
Reserpine and imipramine are different from Paxil " \l 5
Dr. Healy goes even further by attempting to reach conclusions about Paxil based on drugs which are not SSRIs.  For example, Dr. Healy’s extrapolation from reserpine and imipramine to Paxil is unreliable.  Imipramine is a tricyclic antidepressant (“TCA”) from a class of drugs which are markedly different from Paxil (Healy Tobin Dep (Ex. 10), pp. 46, 69-70; Frazer 1997 (Ex 29). Reserpine is an antihypertensive medication.  It is not even an antidepressant.  (Frazer Report (Ex 5), ¶ 27).  Both imipramine and reserpine have different chemical structures, different chemical formulae, and are pharmacologically and pharmacokinetically different from Paxil (Healy Tobin Dep (Ex. 10), pp. 45-48; Frazer Report (Ex 5), ¶ 28).  Unlike Paxil, reserpine does not act selectively on the serotonin system, but instead depletes dopamine, norepinephrine and serotonin (Healy Tobin Dep (Ex 10), pp. 41-42; Frazer Report (Ex 5), ¶ 28).  Dr. Healy agreed that even if reserpine caused akathisia, that would not prove that Paxil does (Healy Tobin Dep (Ex. 10), p. 42).

In short, Plaintiffs’ experts should not be permitted to support opinions concerning Paxil with data relating to other drugs, including other SSRIs, TCAs, and reserpine.  If  one exludes literature relating to other drugs, then the literature plaintiffs use to support their general causation arguments shrinks to two, or at most three, articles in the peer-reviewed scientific literature, none of these establishes an association between Paxil and suicide, homicide or murder-suicide:

Q:
So of the scientific literature you refer to in your Rule 26 statement, the only ones involving Paxil in the peer reviewed published literature are Kahn, and Donovan; is that correct?

A:
And the Warrington study.

Q:
Can you show me where that’s referred to?

A:
That’s not actually referred to here, no.  (Healy Tobin (Ex 10) pp. 120-121).
2. 
There are no controlled epidemiologic studies establishing an association between Paxil and suicide or murder-suicide tc "
There are no controlled epidemiologic studies establishing an association between Paxil and suicide or murder-suicide " \l 4
(a) 
Controlled epidemiologic studies are the most appropriate studies to assess causation tc "
Controlled epidemiologic studies are the most appropriate studies to assess causation " \l 5
Conspicuously absent from the list of “supporting” evidence cited by plaintiffs’ experts is any controlled epidemiologic study establishing a statistically significant association between Paxil and suicide or murder-suicide.



Epidemiology includes the study of the cause of adverse events in people exposed to medications (Wang Report (Ex. 9) ¶ 15).  Because there is a significant background rate of suicide in depressed individuals,
 one would expect suicide and murder-suicide to occur in persons who have not taken Paxil.  A fundamental premise of epidemiology is that the use of controls is essential to  determine causation where there is a background rate of the adverse event being examined.  Moreover, controlled epidemiologic studies are especially important in determining causation where, as here, the adverse event (suicidality) is a symptom of the disorder being treated (depression).  As Dr. Healy acknowledged, “an association between antidepressant treatment and suicide raises complex issues of causality given that depression itself is closely associated with suicidality” (Healy et al. 1999 (Ex 34), p. 95).  Paxil in particular involves even more complex causation issues as Paxil is disproportionately prescribed for depressed patients who are at higher risk of suicide (because Paxil is safer in overdose than some other antidepressants) (Frazer Report (Ex 5) ¶ 10).

Controlled epidemiological evidence is widely recognized and generally accepted as the best evidence to determine whether exposure to a given agent causes a specific adverse effect.  See In re Breast Implant Litig., 11 F. Supp. 2d at 1224-25; see also DeLuca, 911 F.2d at 945; Wilson v. Merrell Dow Pharms., Inc., 893 F.2d 1149, 1154 (10th Cir. 1990); Glastetter, 107 F. Supp. 2d at 1042-44 (E.D. Mo. 2000).  As noted in the Reference Manual on Scientific Evidence 335-37 (2000) (“Reference Manual”):  

Epidemiological evidence identifies agents that are associated with an increased risk of disease in groups of individuals, quantifies the amount of excess disease that is associated with an agent, and provides a profile of the type of individual who is likely to contract a disease after being exposed to an agent.  Id, p. 335-336.  

Controlled epidemiological evidence is particularly reliable because of its rigorous methodology.  As the district court noted in In re: Breast Implant Litig., supra “[a] valid epidemiological study requires that study subjects, cases, and controls are chosen by an unbiased sampling method from a definable population.”  11 F. Supp. 2d at 1224.  Epidemiological studies are designed to minimize the possibility of error and to eliminate biases and confounding factors from consideration.  See generally, Reference Manual, pp. 354-73.  As Judge Bechtle observed in the Diet Drug litigation: 

“. . . Control groups are an essential component of epidemiologic studies because many diseases occur in persons who have not been exposed to a particular drug or substance under study . . . Thus, without utilizing a control group for comparison purposes, a conclusion that a substance caused a particular condition is scientifically unreliable. . . .”

In re Diet Drugs Prods. Liab. Litig., 2000 U.S. Dist. LEXIS 9661, *20-*21 (E.D. Pa. 2000) (emphasis added).

Epidemiologists use the concept of relative risk to express the existence and strength of an association between exposure to a given agent and an adverse effect.  See Reference Manual, p. 348.  The higher the relative risk, the stronger the association, and the greater likelihood that the relationship is causal.  See id, pp. 348-49. 

Plaintiffs cannot point to a single study that demonstrates a statistically significant association between the use of Paxil and suicide or murder-suicide (Wang Report (Ex. 9) ¶ 55).

(b) 
There is no epidemiologic evidence that Paxil causes  homicide tc "
There is no epidemiologic evidence that Paxil causes  homicide " \l 5
There is no peer-reviewed published scientific literature linking homicide to Paxil.  In fact, Dr. Healy has never had a patient become homicidal on Paxil (Healy Tobin Dep (Ex. 10), p. 259) and there are no studies, or for that matter even anecdotal case reports, linking Paxil to homicidality:  

Q:
So are you saying that akathisia or agitation, emotional indifference or psychotic decompensation’s connection to Paxil is what you’re relying on for your opinion that Paxil can cause homicide?

A:
Yes

Q:
Can you tell me any literature that you’re relying on that demonstrates that akathisia induced by Paxil causes homicide?

A.
Well, I think that the Schell case is a very good case of just that.

Q.
Anything in the peer review published scientific literature?

A.
Specifically, that Paxil causes homicide, no. (id., p. 256)

Similarly, Dr. Healy knows of no literature linking Paxil to emotional indifference or psychotic decompensation which in turn led to homicide (id., p. 257).  Dr. Healy, incredibly, relies instead on two litigated matters involving Prozac, where plaintiffs claim that Prozac caused homicide.

Q.
Are you relying on any evidence about Zoloft and akathisia that supports your opinion that Paxil causes homicide?

A.
Well, my opinions are shaped very heavily by, for example, for Forsyth case, which was a homicide case on Prozac.  By the Fentress case, which was a homicide case on Prozac.  Let me think what else. . . .  That’s all that I can think of at this point in time.
  (id., pp. 257-258).

The scientific literature characterizes Donald Schell’s actions as “murder-suicide,” which is thought to “occupy a distinct epidemiological domain that overlaps with simple suicide, domestic homicide, and mass murder” (Marzuk, et al. 1992 (Ex 44), p. 3179).  Plaintiffs’ experts have not cited any of the murder-suicide epidemiology literature as supporting their claim that Paxil caused this tragedy, for the very simple reason that there is no support in the murder-suicide literature for plaintiffs’ claims in this case. 

(c) 
There is no epidemiologic evidence that Paxil causes suicide tc "
There is no epidemiologic evidence that Paxil causes suicide " \l 5
Dr. Healy does not cite a single controlled epidemiologic study published in the peer-reviewed scientific literature which establishes that Paxil is associated with a statistically significant increase in suicides, suicide attempts, or suicidal ideation.  (Healy Tobin Dep (Ex. 10), pp. 129-130, 256-257).  In fact, such a study does not exist.

Instead, Dr. Healy cites two controlled studies involving Paxil, Khan et al. (2000) (Ex 40) and Donovan et al. (2000) (Ex 26) (Healy Tobin Dep (Ex. 10), p. 96, 264); however, neither Khan nor Donovan support his opinions.

(i)    The Khan Study tc "The Khan Study " \l 5


Dr. Healy’s reliance on Khan et al. 2000 (Ex 40) is seriously misplaced.  Khan, if anything, suggests that Paxil does not cause suicidality.  Khan evaluated the U.S. Food and Drug Administration’s database of all randomized, controlled trials of antidepressants approved for use in the United States from 1987-1997.  Among the Paxil trials, there were 2,963 subjects assigned to receive Paxil; 1,151 assigned to receive other comparator antidepressants; and 554 assigned to receive placebo.  Fewer suicides occurred among Paxil users (0.5%) than among either users of comparator antidepressants (1.4%) or placebo (2.8%).  Similarly, fewer Paxil users made suicide attempts (4.0%) when compared to users of comparator antidepressants (5.5%) or placebo (8.3%).  (Wang ¶ 62).  Dr. Wang, a pharmacoepidemiologist and psychiatrist, explains in his Rule 26 Report why Dr. Healy’s portrayal of Khan is “quite misleading:”

Dr. Healy claims that the relative risk of suicide and suicide attempts was elevated among users of recently released antidepressants relative to users of placebo.  He fails to note two critical points.  First the relative risks of suicidal behavior were actually lower among Paxil users as outlined above.  Second, the higher relative risks of suicidal behavior among users of recently released antidepressants were largely due to the higher risks of suicidality among users of non-SSRI agents. . . .  Therefore Khan’s findings provide evidence disproving the hypothesis that Paxil causes suicidal acts. (Wang Report (Ex. 9) ¶ 63).

(ii)    The Donovan Study  tc "The Donovan Study  " \l 5
Donovan et al. 2000 (Ex 26) reported on the relative risk of deliberate self-harm (“DSH”), not suicide,
 in patients admitted to the emergency room in a U.K. hospital over a two-year period.  Donovan compared Paxil (and other antidepressants) to one particular antidepressant, amitriptyline (a TCA), not to placebo (id p. 553).  Dr. Healy and Dr. Maltsberger concede that the Donovan Study is neither placebo-controlled nor randomized.  (Healy Tobin Dep (Ex. 10), pp. 259, 263-264; Maltsberger Tobin Dep (Ex 11), pp. 80, 86, 89).  Because there was no placebo, Donovan simply does not address the key question in this litigation, i.e., the relative risk of suicide for Paxil as compared to placebo.  

In fact, Donovan provides no basis for concluding that Paxil causes suicidality or deliberate self-harm.... Without a placebo control, Donovan does not permit a conclusion about whether Paxil increases the risk of deliberate self harm.  Most importantly investigators did not adjust for the biased prescription of Paxil to patients at higher risk; namely, (i) more difficult to treat patients; (ii) younger patients (younger age is an independent risk factor for deliberate self-harm); and (iii) patients with a history of deliberate self-harm were more likely to get Paxil.  (Donovan et al., pp. 554.)  As the authors themselves note, “prescribers are heeding advice to prescribe safer-in-overdose antidepressants to patients who are perceived to be at greater risk of deliberate self-harm.  This effectively ‘loads the dice’ against antidepressants such as the SSRIs, so that this manifests as an apparent excess of self-harm behavior in patients who had been prescribed these antidepressants” (Wang Report (Ex. 9) ¶ 76).

Dr. Healy’s attempt to use the Donovan Study as evidence that Paxil causes suicide or murder-suicide is flatly contrary to the authors’ position:  “it is difficult to attribute the cause of DSH behavior to antidepressant treatment when such behavior can also occur spontaneously during the course of depressive illness.  Establishment of cause and effect for the different apparent risks of DSH associated with different antidepressants seen in this study is therefore almost impossible”  (Donovan et al. (Ex 26), p. 555) (emphasis added).  Thus, the Donovan Study does not establish that Paxil causes suicide or murder-suicide.  Dr. Healy reluctantly conceded, “. . . I am not making the argument, and I don’t think they [the Donovan authors] are either, that this proves that the drug does cause a problem. . . .”  (Healy Tobin Dep (Ex. 10), p. 261).

(iii)    The Baldwin Study tc "The Baldwin Study " \l 5
In addition to Khan and Donovan, Dr. Healy relies on an unpublished study he refers to as “The Baldwin Study,” Dr. Healy asserts Baldwin “found a three-fold increase in the relative risk of suicidality in patients taking paroxetine than on placebo” (Healy Report 2 (Ex. 2), p. 16).  Incredibly, Dr. Healy makes this assertion after reviewing only three unpublished slides presented about the study, which he did not produce or attach to his Rule 26 Report.  Dr. Healy concedes that he does not know if any of the subjects in the study were on other drugs during the course of the study (Healy Tobin Dep (Ex. 10), p. 223).  Instead, Dr. Healy bases his opinion on three slides shown during an oral presentation of the data by Dr. Baldwin (id; see also, Healy Miller Dep (Ex 17), pp. 100-102; 109-113).  

Q:
So the only information you have [about the Baldwin Study] is that which is contained in the three slides that we haven’t seen, is that right?

A:
The only information I can show you, yes.

Q:
Do you have any other information about the Baldwin Study?

A:
No, I don’t.  (Healy Tobin Dep (Ex. 10), pp. 224-225)

Contrary to Dr. Healy’s assertion, the Baldwin Study clarifies that “there was no evidence of a statistically significant difference between the treatments” (Wang Report (Ex. 9), Baldwin Study, §§ 5.2:1, p. 41, attached as Exhibit C to Wang Report), and Dr. Healy does not recall Dr. Baldwin ever saying otherwise (Healy Tobin Dep (Ex. 10), p. 229).  Indeed, Dr. Healy admits he believes that Dr. Baldwin said the data was not troublesome in light of other recent studies showing no increase in suicide attempts on Paxil (id, pp. 229-230).  Dr. Healy finally also agreed that the Baldwin data “wouldn’t prove” that Paxil causes problems (id., p. 220).  Dr Wang, who has read the unpublished study, states that, in fact, it  “provides no evidence that Paxil increases suicidal behavior” (Wang Report (Ex. 9) ¶¶ 68-70). 

(iv)    Paxil in Healthy Volunteers tc "Paxil in Healthy Volunteers " \l 5
As part of any New Drug Application (NDA) to the FDA, pharmaceutical companies must submit data from early-phase randomized controlled trials in healthy volunteers to evaluate the tolerability of the drug and whether dangerous side effects emerge.  After an unscientific review of some of SB’s data on healthy volunteers, Dr. Healy draws conclusions which are methodologically flawed and scientifically unreliable (Wang Report (Ex. 9) ¶ 41).

First and foremost, Dr. Healy cannot cite a single incident of suicidality or homicidality in a healthy volunteer taking Paxil (Healy Tobin Dep (Ex. 10), pp. 194-195):  



Q:
. . . did you review a report of any patient who experienced suicidal ideation?

A:
No.

Q:
Did you review a report of any patient who experienced a suicide attempt?

A:
No.

Q:
Did you review a report of any patient who committed suicide?

A:
No.  (id., pp. 194-195)

This absence of suicidality and homicidality in healthy volunteers given Paxil helps to refute claims that Paxil causes healthy volunteers to develop suicidality or homicidality (Wang Report (Ex. 9) ¶ 72). 

Second, Dr. Healy’s unscientific sampling of data, and haphazard review defies any meaningful mathematical or statistical analysis.  Although it is critical, as noted above, to compare exposed and non-exposed individuals in an objective, non-biased manner, there is no evidence that Dr. Healy’s review meets any of these criteria (id., ¶ 74).

(v)    Non-Paxil Studies tc "Non-Paxil Studies " \l 5
Dr. Healy also inappropriately relies upon controlled studies involving Prozac and Zoloft to support his opinion that Paxil causes suicide, homicide and murder-suicide.  As more fully discussed above, studies of drugs other than Paxil cannot establish the effects of Paxil.  Moreover, as fully set forth in Dr. Wang’s report, the Prozac and Zoloft studies cited by Dr. Healy (Healy 2000 (Ex 31), Kasper 1997 (Ex 38), Leon et al. 1999 (Ex 42), Warshaw and Keller 1996 (Ex 53), and Jick et al. 1995 (Ex 36)) do not even establish a causative link between Prozac or Zoloft and suicide or murder-suicide (Wang Report (Ex. 9) ¶¶ 77-83).

Dr. Healy also relies on his own non-peer-reviewed, unpublished, unscrutinized “analysis” of Prozac and Zoloft data.  Since neither the data nor Dr. Healy’s analysis have been produced to GSK in this case, it is impossible to comment on the validity of Dr. Healy’s conclusions. With regard to Lilly’s data on Prozac, Dr. Healy claims there is a two-fold  increased risk.  However, he has not calculated a confidence interval for the data because he believes it is irrelevant, and he cannot remember if the relative risk was statistically significant or not (Healy Tobin Dep (Ex. 10), pp. 155-156).  He also previously testified in Berman v. Lilly that the exact same data yielded a three-fold risk of suicide (Healy Tobin Dep (Ex. 10), pp. 145-147).  Since he has not produced anything other than his unsupported statement that there is a two-fold risk, this data should be excluded by the court. 

Similarly, Dr. Healy relies on a Pfizer database concerning Zoloft which has not been produced in this litigation.  Dr. Healy has produced nothing other than his Rule 26 statements that Zoloft yields an increased relative risk of suicide.  Again, the rate he testified to on the exact same database in the Miller v. Pfizer case is different from the rate he testifies to here (Healy Tobin Dep (Ex. 10), p. 148).  

Dr. Healy should not be permitted to refer to or rely upon this unpublished data for his opinions in this case.  In any event, however, as more fully set forth above, these data and conclusions cannot apply to Paxil.

3. 
There are randomized controlled epidemiologic studies demonstrating that Paxil does not cause suicidality tc "
There are randomized controlled epidemiologic studies demonstrating that Paxil does not cause suicidality " \l 4
(a) 
The Montgomery Study tc "
The Montgomery Study " \l 5
Montgomery et al. 1995 (Exhibit 45) is a meta-analysis of all randomized, double-blind, controlled clinical trials conducted worldwide to evaluate the safety and efficacy of Paxil prior to its approval.  Data on 4,507 patients was available, including 2,852 randomized to receive Paxil, 1,101 randomized to receive a different class of antidepressants (i.e., a tricyclic antidepressant) and 554 randomized to receive placebo.  In analyses conducted among depressed patients with and without pre-existing suicidality, Montgomery et al. showed that Paxil was better than placebo or other antidepressants at reducing suicidal thoughts.  These results were statistically significant (with p-values <0.05).  Also suicides and suicide attempts were lower with Paxil compared to placebo, although the authors do not report whether these differences are statistically significant (Wang Report (Ex. 9) ¶¶ 58-61).

Montgomery et al. found “consistent evidence on all three scales for a protective effect of paroxetine against the natural emergence of suicidal thoughts on placebo” (p. 11)  (emphasis added).  Moreover, Dr. Healy is “happy to believe that paroxetine can reduce suicidal thoughts in some patients” (Healy Tobin Dep (Ex. 10), p. 386).

(b) 
The Lopez-Ibor Study tc "
The Lopez-Ibor Study " \l 5
Lopez-Ibor (1993) (Ex 43) conducted a retrospective analysis of the worldwide database of double-blind, placebo-controlled clinical trials for Paxil to assess its effect on suicidality during treatment for depression.  The author found that Paxil and the other antidepressants “were significantly superior to placebo in reducing suicidal thoughts and behavior”  (id., p. 18s).  He also found “there was a significantly lower frequency of emergence of suicidal thoughts and behavior in patients treated with paroxetine [Paxil] or active control for 6 weeks than in patients who received placebo” (id.).  Directly refuting plaintiffs’ theory, he found that, “There were no between-group differences in suicidal ideation as an adverse event,” and, with respect to suicides or attempts, “There were no statistically significant differences between groups” (id.).

(c) 
The Dunner and Kumar Study  tc "
The Dunner and Kumar Study  " \l 5
Dunner and Kumar (1998) (Ex 28) also noted that, “the effect of paroxetine on suicidal ideation was examined by performing a series of meta-analyses of data from six week, double-blind comparative trials with paroxetine in 4,507 depressed patients. . . . In all analyses paroxetine and active control showed an advantage over placebo in reducing suicidal thoughts. . . .  There were significantly fewer emergent suicidal thoughts during six weeks’ treatment with paroxetine than with other active controls of placebo. . . . ” (id., p. 93) (emphasis added).

(d) 
The Verkes Study tc "
The Verkes Study " \l 5
Verkes et al. (1998) (Ex 51) conducted a randomized, double-blind, placebo-controlled study in 91 patients with a history of recent suicide attempts; 46 were randomized to receive Paxil, 45 were randomized to receive placebo.  Fewer Paxil users made a repeat suicide attempt compared to placebo users (33% vs. 47%).  This advantage for Paxil in preventing suicide attempts was statistically significant; thus, this study suggests that Paxil can prevent suicidality (Wang Report (Ex 9) ¶ 64).  As the authors state, “paroxetine proceeded to reduce the recurrence of suicidal behavior significantly” (Verkes et al., 1998 (Ex 51), p. 545) (emphasis added).

These controlled studies uniformly report that Paxil reduces pre-existing and newly-emergent suicidal thoughts, and does not increase suicide attempts or actual suicides among depressed patients as compared to placebo.  In short, these studies refute the conclusion of plaintiffs’ experts that Paxil causes suicidality.

4. 
Case reports are no substitute for controlled studies tc "
Case reports are no substitute for controlled studies " \l 4
Because of the absence of controlled studies in support of his opinions, Dr. Healy rejects standard epidemiologic principles and, instead, bases his opinions on (1) data from research involving SSRIs other than Paxil and (2) anecdotal case reports he redefines as “controlled studies.”  According to Dr. Healy, that body of evidence, considered as a whole, demonstrates that a causal link exists between Paxil and suicide, murder and murder-suicide.

Dr. Healy’s methodology represents a haphazard and selective attempt to amalgamate unreliable and uncontrolled data while ignoring the body of controlled data that refutes his claims.  As the Tenth Circuit has recognized, “[u]nder Daubert, ‘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.’”  Mitchell, 165 F.3d at 782, supra (quoting In re R.R. Paoli R.R. Yard PCB Litig., 35 F.3d 717, 745 (3d Cir. 1994)).  In this case, Dr. Healy both “changes” a reliable methodology by substituting case reports for controlled studies and “misapplies” methodology by using data on drugs other than Paxil.



Dr. Healy, on the one hand, says he does not rely on “case reports”, and cannot cite any case reports involving Paxil; on the other hand, he relies on case reports involving Prozac and Zoloft but refers to them in his self-proclaimed terminology as “controlled studies.”

Q:
Are you relying on case reports that have been done with paroxetine (Paxil) for your opinions here today?

A:
No, I’m not relying on them solely in the sense of I’m aware there are some in the literature, and that broadly speaking it’s supportive of the position that I’m actually taking, but it’s not a key aspect of the data.

Q:
I’m only interested in information that you’re relying on to form your opinion that Paxil causes suicide.



A:
It is helpful to me that there are such reports in the literature.



Q:
I’d like to know exactly which reports you’re referring to.



A:
Yes.  I’ll have to go back and get hold of them for you.



Q:
So, as you sit here today, you can’t tell me what case reports involving paroxetine (Paxil) you’re relying on for your opinion?



A:
As I sit here today, I can’t let you know that (Healy Tobin Dep (Ex. 10), pp. 108-109).

Dr. Healy could not identify a single case report in the worldwide scientific published literature involving Paxil and homicide, attempted homicide, homicidal ideation, suicide, suicide attempt or suicidality (id., pp. 105-108, 131, 270).

Q:
Are you aware of a single even anecdotal case report in the published literature documenting akathisia induced suicide in a patient taking Paxil?

A:
I don’t know.  I’ll have to go back and check my files.

Q:
Are you aware of a single even anecdotal case report in the published literature documenting akathisia induced homicidality, either homicide attempt, or homicide or even homicide ideation?

A:
. . . No, I’m not. . . . (id., pp. 269-270).



Citing not a single case report involving Paxil, Dr. Healy instead relies on anecdotal case reports involving Prozac and Zoloft.  He refers to the Teicher,
 Rothschild,
 King,
 Wirshing,
 and other case reports as “controlled studies” (Healy Tobin Dep (Ex. 10), pp. 106-112).  They are neither controlled, nor are they studies.  Indeed, the authors of those articles usually label them as “case reports,” a fact Dr. Healy reluctantly acknowledges but claims is a misleading “convention.”  (Healy Forsyth Trial (Ex 14), p. 75; Healy Forsyth Trial (Ex 15)
, pp. 107-108, 158.)  Moreover, most of the authors do not even claim that their anecdotal reports do more than suggest a possible causative relationship between Prozac and suicide.  Furthermore, none of these cited case reports even discuss Paxil.  

Federal courts have universally concluded that case reports do not provide a sufficiently reliable basis for an opinion on general causation.  See In re Diet Drugs Products Liability Litig., 2001 U.S. Dist. LEXIS 1174, at *48 (testimony excluded because witness relied on “anecdotal case reports that . . . are universally recognized as insufficient and unreliable evidence of causation.”); see also Allison v. McGhan Med. Corp., 184 F.3d 1300, 1316 (11th Cir. 1999) (holding that case studies “pale in comparison” to population-based epidemiological studies); Hollander, supra, 95 F. Supp. 2d at 1236-38;  Nelson v. American Home Prods. Corp., 92 F. Supp. 2d 954, 969 (W.D. Mo. 2000);  As stated in Brumbaugh, supra:

Neither case reports nor adverse drug reaction reports contain scientific analysis with the safeguards of a controlled experiment.  Their most significant analytical defect is that they don’t isolate and investigate the effects of alternative causation agents.  They are compilations of reported phenomena.  Unlike epidemiological studies, they do not contain a testable and systematic inquiry into the mechanism of causation.  As such, they reflect reported data, not scientific methodology.

77 F. Supp. 2d at 1156.  See also Glastetter, 107 F. Supp. 2d at 1034 (holding that case reports: (i) are not reliable because they normally evidence only a temporal association between exposure and an occurrence; and (ii) are less reliable than epidemiological studies because they fail to account for confounding factors). 

Dr. Healy himself, when writing for his peers, recognizes the limited value of case reports.  In a 1994 review article entitled “The Fluoxetine and Suicide Controversy”, he asserts that a meta-analysis of clinical trial data (relating to Prozac and suicide) “must on any scientific scale outweigh the dubious evidence of a handful of case reports” and declares that, “case reports are clearly an unreliable form of information” (Healy 1994 (Ex 32), p. 227) (emphasis added).  He also has written that, to infer causation from a case report, (i) “The adverse effects should not be a manifestation of the underlying illness;” (ii) the “individual should not be taking other medications;” and, (iii) “the adverse effect should reemerge on readministration of the compound” (id, p. 227, Table 2).  Since suicide universally is recognized to be a risk of untreated depression, by Dr. Healy’s own published standard, case reports of suicide in depressed patients treated with an SSRI cannot establish that an SSRI caused suicide.  

Notwithstanding his own writings concerning the unreliability of case reports for reaching conclusions concerning general causation, Dr. Healy would have the court believe that the specific case reports upon here he relies (concerning other SSRIs) are somehow different because they involve what he (erroneously) characterizes as “challenge-rechallenge” (Healy Tobin Dep (Ex 10), pp. 106-111, 279).  Dr. Healy misleadingly implies that these case reports involve challenge-rechallenge when, for the most part, they involve only challenge-dechallenge, or challenge with one drug and “rechallenge” with a different drug; i.e., no rechallenge at all.  In most of these case reports, an event was reported some time after the patient started the drug and then disappeared some time after the drug was discontinued (challenge-dechallenge).  There usually was no attempt to test the response by re-exposure to the particular medication (rechallenge)
.  

Therefore, none of these case reports is a pure “challenge-rechallenge.” Moreover, none involve Paxil; and, none lend any reliable support to Dr. Healy’s opinions in this case.  Remarkably, while Dr. Healy’s litigation position is that these case reports conclusively establish that all SSRIs cause suicide, he recently wrote to his peers that, on the basis of such data, “there seems some possibility that at least one SSRI, fluoxetine [Prozac], may be associated with higher rates of suicidality in certain individuals.  It remains unclear whether this is a problem likely to affect all SSRIs. . . .”  (Healy et al. 1999 (Ex  34), p. 98) (emphasis added).  Similarly, only last year he wrote that, “there would seem . . . to be a possibility that other SSRIs [than fluoxetine] might similarly induce suicidality” (Healy 2000 (Ex 31), p. 23) (emphasis added).  Thus, when he is not a paid advocate, even Dr. Healy does not claim that it has been established that Paxil causes suicide. 

In sum, Dr. Healy’s general causation opinions that Paxil causes suicide, homicide and murder-suicide are scientifically unreliable because:  (1) they are based on studies of other drugs; (2) they are not based on controlled epidemiologic studies involving Paxil; and (3) they ignore controlled epidemiologic studies involving Paxil which support the opposite conclusion.

B. 
Specific Causation tc "
Specific Causation " \l 3
In effect, Dr. Healy and Dr. Maltsberger each conclude that Paxil must have caused Donald Schell’s behavior because they cannot identify any other cause.  At best, their “analysis” might be considered a process of elimination referred to as differential diagnosis.  At worst, their “analysis” amounts to nothing more than, since Donald Schell committed murder-suicide after he ingested Paxil, he must have done so because he ingested Paxil.  In either event, their conclusions are scientifically unreliable.

1. 
Differential diagnosis cannot establish that Paxil caused Donald Schell’s actions tc "
Differential diagnosis cannot establish that Paxil caused Donald Schell’s actions " \l 4
Differential diagnosis is “a patient-specific process of elimination that medical practitioners use to identify the most likely cause of a set of signs and symptoms from a list of possible causes.”  Hall v. Baxter Healthcare Corp., 947 F. Supp. 1387, 1413 (D. Or. 1996) (emphasis added);  see also Glastetter, 107 F. Supp. 2d at 1019.  Although it may in some circumstances be useful for determining issues of specific causation, it is “important to recognize that a fundamental assumption underlying this method is that the final, suspected ‘cause’ remaining after this process of elimination must actually be capable of causing the injury.” Glastetter, 107 F. Supp. at 1027 (quoting Hall, 947 F. Supp. at 1413).  In other words, if general causation cannot be proven, then a differential diagnosis is irrelevant and worthless as evidence of specific causation.  See Brumbaugh, 77 F. Supp. 2d at 1155, n.1 (noting that specific causation is only relevant if general causation can be established). 

Where, as here, it has not been, and cannot be established that Paxil causes suicide, homicide, or murder-suicide, it is scientifically unreliable and unfounded to rely on differential diagnosis to attempt to establish specific causation.

2. 
Dr. Healy and Dr. Maltsberger fail to account for likely alternative explanations for Donald Schell’s behavior tc "
Dr. Healy and Dr. Maltsberger fail to account for likely alternative explanations for Donald Schell’s behavior " \l 4
The medical community is virtually unanimous in the view that Major Depression, particularly when accompanied by anxiety, as it was in Donald Schell’s case, is a significant risk factor for suicide.  Dr. Healy himself, when writing for his colleagues, acknowledges that “the risk posed by untreated depression far outweighs the risks that arise from treatment” (Healy 1994 (Ex 32), p. 253).  Dr. Maltsberger believes that depression accounts for 60 percent of all suicides (Maltsberger Smith Dep (Ex 21), p. 169), and that untreated depression may lead to violence and suicide.  (Maltsberger Tobin Dep (Ex 11), pp. 149-150).   Moreover, effective treatment of depression, including treatment with antidepressants, is one of the best ways to reduce suicide, but if often takes weeks for Paxil to treat depression.  (See e.g., Isacsson 2000 (Ex 35); Maltsberger Tobin Dep (Ex 11), pp. 46, 152-153 and 194; Mann Report (Ex 6) ¶¶ 4 and 18.)  

Thus, the most obvious explanation for Donald Schell’s behavior is his Major Depression and anxiety.  Rejecting the obvious, plaintiffs’ experts instead seize on one or two doses of Paxil, to explain Donald Schell’s actions.  Notably, there is no evidence whatsoever that Donald Schell experienced any of the phenomena by which, according to Dr. Healy, Paxil causes murder-suicide.  There is no indication Donald Schell experienced “akathisia,”  “emotional blunting” or “psychotic decompensation,” after he took Paxil and before his death.  Dr. Healy acknowledges that, “in Donald Schell’s case, [we] don’t unfortunately have very clear descriptions of what he was like on Paxil, so it’s difficult for me to tease apart the possible mechanism . . . . which could lead from intake of this drug to the outcome. . . .” (Healy Tobin Dep (Ex 10), p. 61).  He adds, “we don’t have good scriptors of what happened in his final 48 hours,” but states, “so I would lean toward -- if you push me to say, well, what happened . . . , I say it’s probably more in the akathisia area” (Healy Tobin Dep (Ex 10), p. 241).

Clearly, Dr. Healy is guessing, and guessing is, of course, scientifically unreliable.  Notably,  Dr. Healy testified that it would be “extraordinary” if a single dose of Paxil (many of the GSK healthy volunteers took 40 mg as a single dose) could provoke homicidal or suicidal actions (Healy Tobin Dep (Ex 10), p. 195).  He nonetheless is prepared to testify, to a reasonable degree of medical certainty, that two doses of Paxil (the same 40 mg) caused Donald Schell’s actions.  Dr. Maltsberger conceded that he is unaware of any literature showing the development of suicide-inducing akathisia in a period of two days (Maltsberger Tobin Dep (Ex 11), p. 152), and agreed that this would be the only case of its kind (id, pp. 211-212).  

(a) 
Dr. Healy tc "
Dr. Healy " \l 5
Dr. Healy’s differential diagnostic process is fatally flawed for many reasons.  First, Dr. Healy formed his opinion before examining all (or even most) of Donald Schell’s medical records and the available deposition testimony (Healy Tobin Dep (Ex 10), pp. 295-297, 312-321).  As a result, he erroneously assumed that Donald Schell suffered only a couple of bouts of mild depression that had resolved within a few weeks of onset.  (Healy Report 2, (Ex 2), pp. 2-3).  In fact, Donald Schell experienced frequent, recurrent and extended bouts of Major Depression over a decade or more, some of which lasted for many months and were at times so incapacitating that he lost over a month of work See Dr. Arthur N. Merrell’s Rule 26 Expert Report, dated April 2, 2001, Exhibit 7, hereafter (“Merrell Report (Ex 7)”).

Dr.  Healy’s differential diagnostic methodology is, by his own standards, unreliable.  Dr. Healy conceded, “I’m making no claims that I know specifically what happened” (Healy Tobin Dep (Ex 10), p. 283).  In fact, Dr. Healy agreed, “No one knows for sure exactly what happened” (id.,  pp. 334-335). 

(b) 
Dr. Maltsberger tc "
Dr. Maltsberger " \l 5
Dr. Maltsberger states that his “most reasonable and most probable hypothesis” (Maltsberger Tobin Dep (Ex 11), pp. 165) based upon his clinical experience and the use of differential diagnosis, is that Paxil caused Donald Schell’s actions by inducing “an intolerable state of anxiety” or causing “a switch to manic excitement,” conditions he equates as “synonymous” with akathisia.  (id., pp. 163-167).  His opinion as to specific causation suffers the same fatal flaws as Dr. Healy’s.

Dr. Maltsberger’s methodology for assessing specific causation has never been tested to determine whether it reaches a correct result.  See Deposition testimony of Dr. Maltsberger in Espinoza v. Lilly, attached as Exhibit 20, hereafter (“Maltsberger Espinoza Dep (Ex 20)”), pp. 123, 140-141, 186-187).  This alone precludes admission of his testimony.  Moreover, the “psychological autopsy” he allegedly performed violated his own standards:  

Q:
. . . [A] psychological autopsy would be the best way on a case specific basis to try to determine the cause of the suicide?

A:
Fair enough.

Q:
And would you agree that the methodology of a psychological autopsy is to get as much information as you can?

A:
Yes. (Maltsberger Tobin Dep (Ex 11), pp. 134-135).Yet, Dr. Maltsberger was not given, and did not review, the deposition transcript of Sherry McGrath, Tim Haas, Ronald Wagner, Father Ogg, or Kevin Nelson.
  Kevin Nelson is the last person to have seen Donald Schell before he took Paxil.  Kevin Nelson is the last person to have seen Donald Schell alive.  Kevin Nelson was also the person Donald Schell asked to take over his duties at work because his depression had incapacitated him:

Q:
Would it be important to you in doing a psychological autopsy to know what the last person who saw Don Schell has to say about Don Schell?

A:
I’d be very interested.

Q:
And how about the last person to see him before he ever took Paxil?

A:
I’d be interested in that too. (id., p. 137)

Moreover, Dr. Maltsberger’s Rule 26 Reports (Ex 3, Ex 4) and his testimony (Ex 11) reveals that, like Dr. Healy, he reached his conclusion without considering all of Donald Schell’s available medical records, something he was “embarrassed to say” (Maltsberger Tobin Dep (Ex 11), pp. 10-14, 139, 140, 169-174, 182-183, 186-187).  In addition, he recognizes that the series of traumatic and stressful events in Donald Schell’s life may have precipitated his final episode of Major Depression (id, p. 195).  Yet, Dr. Maltsberger inexplicably discounts Donald Schell’s depression as a possible alternative and independent cause for his alleged actions, despite (i) his recognition that “60% of the people who commit suicide have a major depressive illness” (Maltsberger Smith Dep (Ex 21), p. 169) and untreated depression can lead to violence and suicide (Maltsberger Tobin Dep (Ex 11), pp. 115-117); (ii) his view that less than 1 in 1,000 cases of suicide even arguably involves a causal connection to an SSRI (Maltsberger Modica Dep (Ex 23)
, pp. 89-90); (iii) his concession that Paxil likely reduces aggression and anxiety (id, pp. 46, 115-117); (iv) his admission that there is no evidence that Donald Schell’s alleged “akathisia” became worse after he took Paxil (Maltsberger Tobin Dep (Ex 11), p. 195); and (v) his recognition that a precipitating event could have occurred, but ”nobody seems to know in any detail” what happened (id, pp. 194-195).

Curiously, while Dr. Maltsberger blames Donald Schell’s actions on Paxil because he is unable to identify any other cause, he recently acknowledged that, notwithstanding the best “clinical judgment,” “It’s not possible to predict whether a suicide will take place or not” (Maltsberger Modica Dep (Ex 23), p. 33).  He emphasized that, “one of the things one has to bear in mind is there may be sudden changes in a patient’s circumstances that come by surprise and can completely change the picture.  A risk assessment under such circumstances might not be good for an hour” (id, p. 36).  And neither Dr. Maltsberger nor anyone else knows what Donald Schell’s specific circumstances were in the 48 hours preceding his death (id, pp. 194-195).

II.    Plaintiffs’ Experts’ Methodology Is Unreliable tc "Plaintiffs’ Experts’ Methodology Is Unreliable " \l 2
A. 
Dr. Healy’s Methodology Has Not Been Objectively Tested tc "
Dr. Healy’s Methodology Has Not Been Objectively Tested " \l 3
Dr. Healy’s methodology of amalgamating data from case reports concerning SSRIs other than Paxil to form conclusions regarding causation about Paxil is not generally accepted nor has it been objectively tested.  His methodology is inherently unreliable because it is based on two leaps of faith:  first, that Prozac and Zoloft have the same effects on the body as Paxil, and second that Prozac and Zoloft cause suicide and murder-suicide.  His methodology also rejects out of hand the fact that his hypothesis that Paxil causes suicide has been repeatedly tested and rejected in controlled studies.

B. 
Plaintiffs’ Experts’ Methodology And Opinions Have Not Been Published tc "
Plaintiffs’ Experts’ Methodology And Opinions Have Not Been Published " \l 3
A key factor in determining whether a theory or methodology constitutes scientific knowledge is whether it has been subject to scrutiny through peer review and publication. See Daubert, 509 U.S. at 593-94.  The Supreme Court has recognized that “submission to the scrutiny of the scientific community is a component of ‘good science,’ in part because it increases the likelihood that substantive flaws in a methodology will be detected.”  See id., 509 U.S. at 593-94.

Plaintiffs’ experts’ hypothesis concerning a causative link between Paxil and homicidal and suicidal actions has not been subjected to publication or peer review.  Dr. Healy has never written in a published article that Paxil causes suicide or homicide (Healy Tobin Dep (Ex 10), pp. 92-93, 362-363).  To the contrary, his published works, at best, suggest that either no association has been established, or that such a relationship is only “possible;” they certainly do not claim that a causative link has been established, let alone provide reliable scientific evidence in support.

Dr. Maltsberger has published nothing on this issue (Maltsberger Tobin Dep (Ex 11), pp. 48-49, 51-52).  However, he admits that “The association has never been established, and everybody knows that . . . .  It’s an open question” (Maltsberger Espinoza Dep (Ex 20), p. 111).  

C. 
Dr. Healy’s Published Writings Contradict His Litigation Opinions tc "
Dr. Healy’s Published Writings Contradict His Litigation Opinions " \l 3
One of Dr. Healy’s recent articles, “Suicide in the Course of the Treatment of Depression” (1999) (Ex 34), provides opinions on some of the issues addressed in this case.  What is striking, however, is the cautious and tentative language used by Dr. Healy when writing for his peers, as compared to the rhetoric contained in his expert disclosure.  In his peer-reviewed writing he states, “There seems some possibility that at least one SSRI, fluoxetine, may be associated with higher rates of suicide in certain individuals.  It remains unclear whether this is a problem likely to affect  all SSRIs.” . . .  (id., p. 98) (emphasis added).  Last year he published an article, “Emergence of Antidepressant Induced Suicidality” (2000) (Ex 31), describing the experience with fluoxetine, and declared that, “there would seem therefore to be a possibility that other SSRIs might similarly induce suicidality” (id., p. 23) (emphasis added).

Interestingly, Dr. Healy was first hired as an expert witness in a Paxil case shortly after writing those articles (Healy Tobin Dep (Ex 10), p. 57).

Medical experts must offer insights into “probabilities,” not mere “possibilities.”  Tabaczynski v. U.S., 529 F. Supp 156, 163 (E.D. Mich. 1981), aff’d, 711 F.2d 1059 (6th Cir. 1983); see also, Turpin v. Merrell Dow Pharms.,  959 F.2d 1349, 1360.  If Dr. Healy’s expert opinion in this case included the same qualifications expressed in his writings, his opinions on their face would not pass muster under Daubert. 
D. 
Plaintiffs’ Experts’ Opinions Are Driven By Litigation tc "
Plaintiffs’ Experts’ Opinions Are Driven By Litigation " \l 3
A tracing of the progression of Dr. Healy’s career as an expert witness demonstrates that scientific detachment has been replaced by litigation-driven research and opinions.  In the Forsyth case, Dr. Healy proposed to testify that a causal relationship exists between the ingestion of Prozac and homicide and suicide.  Then, in the Miller case, Dr. Healy proposed to testify that a causal relationship exists between the ingestion of Zoloft and suicide.  Now, in this case, Dr. Healy proposes to testify that a causal relationship exists between the ingestion of Paxil and homicide and suicide.  In his progression from drug to drug, Dr. Healy has attempted to stretch data concerning one SSRI to support his opinions concerning other SSRIs.  Thus, his opinion concerning Zoloft in Miller was based almost exclusively upon data concerning Prozac.  In this case, his opinion concerning Paxil is based almost exclusively upon data concerning Zoloft and Prozac.  

Dr. Healy also has repeatedly shifted his opinions regarding the mechanism by which SSRIs allegedly cause homicide and suicide.  He initially opined that SSRIs cause such actions by inducing “something like” akathisia in those who take them (Healy Tobin Dep (Ex 10), p. 279).  He subsequently opined, based upon a “suggestion” in an unpublished study, that SSRIs cause such actions by inducing a state of “emotional indifference” or “blunting” (id., p. 282).  Most recently, he has opined that, in addition to those mechanisms, SSRIs may cause such actions by precipitating a “psychotic decompensation,” although he is unable to cite any published reports of these things happening with Paxil.  (id., pp. 63, 77, 108-110, 256-257).  None of these opinions is supported by reliable scientific data or generally accepted in the medical/scientific community.  Indeed, Dr. Healy admits, this theory “has not been well explored” (id., pp. 64-70, 246).

Dr. Healy admits that some of the ideas for his memorandum titled “Zoloft & Suicide: Causal Mechanisms” (2000) (Ex 33) which he first relied upon  in the Miller case, and which underlie his opinions in this case, were furnished to him by the plaintiff’s attorney in that case (Healy Miller Dep (Ex 17), pp. 142-150).  He also admits that he cannot easily distinguish the attorney’s input from his own (id, p. 149).  That startlingly candid acknowledgment further illustrates that the driving force behind Dr. Healy’s views now is litigation, not science.  Indeed, he admits that a 1999 article he wrote states that, “it remains unclear whether this problem [Prozac-induced suicide] is likely to affect all SSRIs,” but states that this article was written. . . . before I had gotten involved in any actions as regards . . . paroxetine or sertraline. . . .” (Healy Tobin Dep (Ex 10), pp. 278-281).

The fact that Dr. Healy apparently is prepared to testify that Paxil causes such actions, in spite of the fact that  (i) he has performed no research on Paxil; (ii) he can point to no reliable scientific evidence involving Paxil to support his hypothesis; (iii) the available epidemiological evidence refutes his hypothesis; and (iv) he is wholly ignoring relevant epidemiologic studies such as Montgomery et al. (1995) (Ex 45) (Healy Tobin Dep (Ex 10), pp. 383-390), demonstrates how far Dr. Healy has strayed from the role of a scientist.

Although Dr. Maltsberger has not conducted any relevant research, his views concerning the relationship between SSRIs and suicide also appear to be litigation-derived.  He acknowledges that his views are derived from Dr. Healy’s litigation opinions (Maltsberger Tobin Dep (Ex 11), p. 94; Maltsberger Espinoza Dep (Ex 20), p. 72).  He employs the “Maltsberger definition of akathisia,” (which he does not know if anyone else accepts), to support his theory that SSRIs cause suicide by inducing “Maltsberger akathisia” (Maltsberger Smith Dep (Ex 22), p. 317).  Remarkably, he acknowledged that this definition was obtained from Mr. Vickery or Mr. Ewing, plaintiffs’ lawyers!  (id., p. 358).  Similarly, plaintiffs’ lawyers first suggested that Paxil was the only explanation for Donald Schell’s behavior, and plaintiffs’ lawsuits are the “credible reports” that support his opinion (Maltsberger Smith Dep (Ex 21), pp. 133, 198).  It is a gross understatement to say that opinions derived from plaintiffs’ allegations in lawsuits are scientifically unreliable.

E. 
Dr. Healy’s Methodology Has An Unknown Rate Of Error tc "
Dr. Healy’s Methodology Has An Unknown Rate Of Error " \l 3
The rate of error in an underlying methodology is an important consideration because, as the Supreme Court noted in Daubert, supra, “conjectures that are probably wrong are of little use. . . .” 509 U.S. at 597.  Because the methodology underlying Dr. Healy’s proposed testimony on general causation is based upon an amalgamation of studies involving SSRIs other than Paxil and anecdotal case reports, and ignores randomized controlled studies and statistical significance, that methodology has an unknown, but obviously substantial, rate of error.  Even Dr. Healy agrees that he has not attempted to estimate the rate of error in his methodology (Healy Tobin Dep (Ex 10), pp. 203, 271).  He also admits rejecting standard methods for assessing rates of error:

Q:
Have you ever published [your opinion] that a confidence interval is irrelevant or a P value is irrelevant when calculating a relative risk for SSRIs’ ability to cause suicide?

A:
No.  I haven’t. . . . (Id., p. 163)

F. 
Plaintiffs’ Experts’ Opinions Are Not Generally Accepted tc "
Plaintiffs’ Experts’ Opinions Are Not Generally Accepted " \l 3
Although general acceptance is no longer the sine qua non of admissibility, it still has a bearing on the admissibility inquiry.  See Daubert, 509 U.S. at 594; see also Mitchell, 165 F.3d at 784.  If an hypothesis or theory propounded by an expert is not generally accepted within the scientific community, the trial court may consider the lack of acceptance as evidence that the hypothesis or theory is unreliable.  See Mitchell, 165 F.3d at 784.  Dr. Healy’s reliance on case reports is not generally accepted in the scientific community.  (Wang Report (Ex 9), ¶ 26).  Dr. Healy’s extrapolation from other drugs to Paxil is not generally accepted in the scientific community.  (Wang Report (Ex 9), ¶ 77; Frazer Report (Ex 5), ¶ 26).  Dr. Healy’s rejection of relative risks and statistical significance is not generally accepted in the scientific community.  (Wang Report (Ex 9), ¶¶ 8, 38).  What is generally accepted, even by plaintiffs’ own experts, is the fact that SSRIs generally, and Paxil in particular, are effective in treating depression and reducing suicidality.  See, e.g., Oquendo, et al. 1999 (Ex 46); Isacsson 2000 (Ex 35).  Their view that Paxil nevertheless somehow causes suicide and homicide has not even been presented to their peers through the published literature (Healy Tobin Dep (Ex 10), pp. 92-93).  

G. 
Plaintiffs’ Experts’ Opinions Have Not Been Expressed With The Requisite Degree of Scientific Certainty tc "
Plaintiffs’ Experts’ Opinions Have Not Been Expressed With The Requisite Degree of Scientific Certainty " \l 3
When asked the degree of certainty to which he holds his opinion that Paxil causes suicide and homicide, Dr. Healy replied, “You’re asking me about my views in this case from a medical legal point of view, I’m offering you views to a reasonable degree of medical certainty, which as I understand it is over 50%” (id., pp. 86-87).  His testimony makes it abundantly clear that he applies a different standard of scientific certainty when expressing an opinion in court: “There is the medical/legal issue and then there’s how we operate from a purely scientific point where the issues are quite, quite different” (id., p. 84).  He went on to note that, in the scientific community, “in the domain of clinical trials, for instance, people will often like to see . . . results to a particular level of what’s called -- of what’s called statistical certainty and this will often mean that they would want it to a level of what’s referred to as P, less than or equal to 0.05” (id., pp. 84-85).  However, in expressing an opinion in the legal context, he does not apply that standard:  

Q.
Is it your opinion then that when you’re talking about holding an opinion to a reasonable degree of scientific certainty, you’re talking about a 95% level of confidence?

A.
No, because up to this I thought that in all the issues you’ve been asking about, you’re asking me about my views in this case from a medical legal point of view, I’m offering you views to a reasonable degree of medical certainty, which as I understand it is over 50 percent.

***

Q.
So if it’s over 50%, if it’s 51% in your mind, then you’re holding other opinions to a reasonable degree of scientific certainty?

A.
. . . the phrases that I’ve been used to up to this in medical/legal work has been to a reasonable degree of medical certainty.  And for me, I will -- in any of these cases, what I will do is look at them and say, well, is it more, more probable than not than looking at the action of this drug, that this is the factor that led to the outcome worth looking at.  Id., pp. 86-87.

Although Dr. Healy thus admits that his opinion does not meet the standards of the scientific community, he apparently believes that it satisfies what he considers to be the lower, more likely than not standard imposed by law.  Dr. Healy’s opinions are bad science and bad law.

Dr. Maltsberger frankly stated that he was applying the standard of a clinician, not a scientist, and noted that, “in clinical medicine we do not have to have pristine, pure scientific evidence to believe that sometimes drugs are harmful. . . .  All that an ordinary practitioner wants to know is that is there good strong reason to suspect . . . and that’s enough for me” (Maltsberger Tobin Dep (Ex 11), p. 81).  As a clinician, his judgment can “be based on something less than reasonable scientific certainty” (id, pp. 112-113).  He, too, applies the “more probable than not” 51% standard in expressing his opinions (id, pp. 239-240).

In Linnen v. Robins, No. CIV.A.97-2307, 2000 WL 16769 (Mass. Super. Ct., December 14, 1999), under remarkably similar circumstances, the court held that the witness had failed to express his opinions with the requisite degree of scientific certainty, noting that, “that level of certainty, while it need not be absolute, must be greater than ‘more likely than not.’” (p. 35).  Rule 702 of the Federal Rules of Evidence mandates the same conclusion in this case. 

The Supreme Court has made clear that a trial judge applying Rule 702, “must ensure that any and all scientific testimony or evidence admitted is not only relevant, but reliable.”  Daubert, 509 U.S. at 589.  Dr. Healy’s reliance on a more likely than not legal standard to offer a scientific opinion in the courtroom that would not be accepted in the world of science mandates exclusion of his testimony.  A trial court’s function as gatekeeper under Daubert cannot be overstated.  Central to this function is the court’s responsibility “to make certain that an expert, whether basing testimony upon professional studies or personal experience, employs in the courtroom the same level of intellectual rigor that characterizes the practice of an expert in the relevant field.”  Kumho Tire, 526 U.S. at 152 (emphasis added).  

A scientific witness who departs from the accepted methods of scientific inquiry that he (and the scientific community) usually employs in his work must have grounds for doing so that are consistent with the methods, practices, and usages in his scientific community.  See Wessman v. Gittens, 160 F.3d 790, 805 (1st Cir. 1998); Braun v. Lorillard, Inc., 84 F.3d 230, 234 (7th Cir. 1996).  As Judge Posner has noted, “Why should a court rely on the sort of exposition the scholar would not tolerate in his professional life?”  Rosen v. Ciba-Geigy Corp., 78 F.3d 316, 319 (7th Cir. 1996) (internal quotations in citations omitted).

Plaintiffs’ experts’ deposition testimony reflects a troubling willingness to offer an opinion in court that is not supported by “controlled studies with statistical analyses.”  To permit an expert to testify to an opinion premised on this type of logic would turn the Supreme Court’s rationale in Daubert on its head.  Their attempt to introduce in the courtroom opinions that would not be accepted by scientists contravenes Daubert.  Their only explanation for offering opinions that depart from the standards of science is that they perceive a gap between those rigorous standards and the standards for the admission of evidence under Rule 702.  This demonstrates the extent to which their opinions were developed for litigation and without regard for the methods, practices, and usages of the scientific community.  Therefore, their opinions should be excluded under Daubert.  See Wessman, 160 F.3d at 805; Braun 84 F.3d at 234.

Dr. Healy’s own description of the different criteria he uses for offering an opinion in the courtroom, on the one hand, and in his science on the other hand, goes to the heart of the problem that courts face in evaluating expert testimony, and is suggestive of the type of abuse at which Daubert is aimed:  “That abuse is the hiring of reputable scientists, impressively credentialed, to testify for a fee to propositions that they have not arrived at through the methods that they use when they are doing their regular professional work rather than being paid to give an opinion helpful to one side of a lawsuit.”  Braun, 84 F.3d at 235.  See also  Allen v. Pa. Eng’g Corp., 102 F.3d 194, 198 (5th Cir. 1996), (excluding testimony of expert who said, “This is not a scientific study.  This is a legal opinion.”).  

Plaintiffs’ experts’ admission to substituting a lower legal standard for the one employed by scientists mandates exclusion of their testimony.  As the Linnen court noted, “when a witness testifies as to the principles and methodologies applicable to a particular scientific field -- what might be termed pure science -- that witness must testify with reasonable scientific certainty. . . .  That level of certainty, while it need not be absolute, must be greater than ‘more likely than not’” (id, pp. 34_35).  Likewise, based upon their own admissions, Dr. Healy’s and Dr. Maltsberger’s opinions must be excluded because they “are held without the requisite degree of scientific certainty” (id, p. 29).  

III.    THE TESTIMONY OF DR. HEALY AND DR. MALTSBERGER SHOULD BE DISMISSED PURSUANT TO FEDERAL RULES OF EVIDENCE 403 tc "THE TESTIMONY OF DR. HEALY AND DR. MALTSBERGER SHOULD BE DISMISSED PURSUANT TO FEDERAL RULES OF EVIDENCE 403 " \l 2
Even if some shred of evidence relied upon by plaintiffs’ experts is deemed sufficiently reliable under Daubert, the testimony of plaintiffs’ experts is based largely on conjecture and unsupported speculation, such that the prejudicial effect of such testimony would outweigh any probative value.  Under Federal Rules of Evidence 403, otherwise relevant testimony should be excluded “if its probative value is substantially outweighed by the danger of unfair prejudice . . .”  Rule 403 applies even where an expert’s testimony would otherwise be admissible under Rule 702.  See generally, U.S. v. Scavo, 593 F.2d 837 (8th Cir. 1979); see also U.S. v. Allerheiligen, 2000 U.S. App. LEXIS 18529 (10th Cir. 2000).  For that additional reason, the testimony of plaintiffs experts should be excluded.

Conclusiontc "Conclusion"
� See Dr. Healy’s Rule 26 Expert Reports, dated January 11, 2001 and March 15, 2001, attached as Exhibits 1 and 2, hereafter “Healy Report 1 (Ex 1)” and “Healy Report 2 (Ex 2).”


� Plaintiff’s counsel stipulated that Dr. Maltsberger’s Rule 26 Report does not include an opinion on general causation See Deposition Testimony of Dr. Maltsberger in Tobin v. SmithKline Beecham, dated Mar. 28, 2001, attached as Exhibit 15,  hereafter (“Maltsberger Tobin Dep (Ex. 15)”).  Dr. Marks testified that he will not opine to either general or specific causation  (Marks Tobin  Dep,  p. 172. (Ex 12)).


� Suicidality refers collectively to suicidal thoughts, attempts or acts.


�     (See Healy Reports 1 and 2 (Ex 1 and 2, respectively); Maltsberger Rule 26 Expert Reports, dated January 20, 2001 and March 15, 2001, attached as Exhibits 3 and 4, respectively, hereafter (“Maltsberger Report 1 (Ex 3)”) and (“Maltsberger Report 2 (Ex 4)”).


�    Similarly, if plaintiffs’ proof fails as to either general or specific causation, Dr. Marks’ opinion will become irrelevant as plaintiffs’ claims must fail without proof of causation.


�  Dr. Healy acknowledged that notwithstanding these views, he continues to prescribe Paxil for his patients.  (Healy Tobin Dep (Ex. 10) ,  pp. 247-248).


� Dorland’s Illustrated Medical Dictionary, 25th ed., p. 1283.


� SSRIs include Paxil (paroxetine), Prozac (fluoxetine), and Zoloft (sertraline), among others.  SSRIs share a common feature of more or less selectively inhibiting the reuptake of the neurotransmitter serotonin.


�     Deposition Testimony of Dr. Healy in Forsyth v. Lilly, dated July 11, 1997, attached as Exhibit 13, hereafter (“Healy Forsyth Dep (Ex 13)”).  (See also Healy Tobin Dep (Ex. 10), pp. 23-23).  


�   The Warrington article is not cited anywhere in Dr. Healy’s Rule 26 Reports.  A copy of the article, however, is attached for the court’s convenience as Exhibit 52.  The study does not examine any aspect of Paxil’s alleged ability to induce suicide, homicide, akathisia, anguish, emotional blunting or psychotic decompensation.


�    Studies estimate that up to 15% or more of depressed patients will die by suicide (Bostwick 2000) and the vast majority of suicides occur among those untreated or undertreated for depression, with only “between 9% and 33% of suicide completers with major depression . . . receiving antidepressants at the time of death and . . . fewer still received adequate doses of antidepressants.”  See, e.g., Oquendo 1999 (Ex 43), p. 190.  Khan, et al. 2000  (Ex 40) assert that, “risk for suicide among depressed patients is estimated to vary from 275/100,000 to 1,352/100,000; i.e., 25 to over 122 times higher! (p. 316).


�   Forsyth and Fentress are litigated cases involving claims brought by the same plaintiffs’ lawyer as in this case.  Dr. Healy was plaintiffs’ expert in the Forsyth case.


�    Stanley et al. (2001) (Ex 48) suggest that DSH may be “not ‘genuinely’ suicidal or life-threatening . . . but primarily attention-seeking and manipulative,” although such patients also may be at significant risk for suicide (p. 427).


�  The articles and books that Dr. Healy cites in support of his claim that anecdotal case reports properly can be employed to support his opinion concerning general causation actually undercut his claim.  They either (i) involve true challenge-rechallenge and require rigorous standards not satisfied by Dr. Healy’s case reports (Kazdin 1982 (Ex 39), p. 64; Stephens 1983 (Ex 49), pp. 574-575; Girard 1987 (Ex 30), pp. 73-74); or (ii) involve issues of specific causation and not general causation (Karch & Lasagna 1977 (Ex 37), pp. 248-250 and Dukes 1998 (Ex 27), pp. 21, 31-32, 35-39, 44-45).  Dukes confirms that, “the fact that there have been a number of superficial reports in the literature, all suggesting that a drug has a certain adverse effect, does not prove anything. . . .” (p. 31).  (Emphasis added).  Finally, Stephens describes the role of drug rechallenge in establishing causation but emphasizes that, “when the event . . . can be produced by placebo . . . , then the rechallenge should have a placebo control.”  (p. 574).  The author also notes that, “there are occasions when the results of a rechallenge can be misleading, and this is where there are possible interactions with either (a) other drugs or treatment, (b) variability in the underlying disease, (c) the patient’s  personality, (d) the weather, diet, etc., or whether as a possibility of desensitization taking place between the original event and the rechallenge.”  (p. 575).  Virtually every case report cited by Dr. Healy suffers from one or more of these deficiencies. 


�The Teicher et al. (1990) (Ex 50) case report involves emergent suicidality on Prozac (not Paxil).  In marked contrast to his reliance on  Teicher here, is his 1994 article and his1991 article published to his peers (Creaney 1991 (Ex 25))  where he is critical of Teicher’s suggestion that fluoxetine caused the patients to become suicidal and asserts that, “ascribing the problem solely to fluoxetine seems unwarranted” because (i) of the “rather complicated clinical pictures” of the Teicher subjects; (ii) the dose of fluoxetine used was higher than is now generally recommended; and (iii) many subjects were taking concurrent psychotropic medication (p. 329). 


� The Rothschild and Locke (1991) (Ex 47) case reports involved a re-exposure to the same drug, but included only three patients given Prozac (not Paxil).  Moreover, the cases also were confounded by a history of suicidal ideation and the patients had been on a variety of other psychoactive drugs, either previously or concurrently See Trial Testimony of Dr. Healy in Forsyth v. Lilly , dated Mar. 10, 1999, attached as Exhibit 14, hereafter (“Healy Forsyth Trial (Ex 14)”), pp. 74-75).  Importantly, as Dr. Healy’s own published evaluation of Rothschild notes, “readministration of fluoxetine was not done in a double-blind manner, and hence these reports are open to some bias” (Healy 1994 (Ex 32), p. 228).


� King, et al. (1991) (Ex 41), report on the development of intense self-injurious ideation and behavior in six children or adolescents who were treated with Prozac (not Paxil) and acknowledge that, “the self-destructive behavior or ideation observed . . . may be only coincidentally related to fluoxetine” (p. 184) (emphasis added).  


� Finally, Wirshing (1992) (Ex 54), in a letter to the editor, writes of five patients who became suicidal on Prozac, not Paxil, none of whom were rechallenged.  The authors conclude that these cases “we think might be fluoxetine-induced akathisia accounting for suicide.” (p. 580) (emphasis added).  





� Dr. Healy also testified in Forsyth on March 11, 1999.  A copy of that testimony is attached as Exhibit 15.


�   One such alleged “challenge-rechallenge” is Dr. Healy’s own published report concerning two patients and involving the administration of (i) Prozac (an SSRI) followed by imipramine, a tricyclic, to one and, (ii) Prozac followed by fluvoxamine, a different SSRI, to the other (Creaney 1991 (Ex 25), pp. 329-331).  Both of these patients had a history of suicidality and their cases were further confounded by a vast array of prior and concurrent exposure to other psychoactive medications.  Even the authors do not claim that the report does more than “shed light on the issue of possible antidepressant induced suicidality” (id.,  p. 329) (emphasis added).  Obviously, these reports do not involve a true rechallenge, since patients were not given the same drug on the “rechallenge.”  The Stephens (1983) (Ex 49) article, cited in fn. 22 of Dr. Healy’s Report makes it clear that “Rechallenge is the re-administration of a drug which has been suspected of a possible cause of an adverse event. . . .” (id., p. 573).  Giving a different drug is not a rechallenge.  Imipramine inhibits reuptake of both noradrenaline and serotonin, and binds more strongly to various post-synaptic receptors, such as noradrenergic, muscarinic and histaminergic receptor sites, giving them a very different range of adverse effects from SSRIs.  (See Kasper (1997) (Ex 38), pp. S135-S136).


�   Dr. Maltsberger did not cite the Kevin Nelson transcript in his Rule 26 Report, did not have it with the other transcripts he  produced, but did note on a piece of paper “Reread Kevin Nelson.”


		Q:	Now, did you ever read the Kevin Nelson deposition transcript?


A:	It’s not in the list . . . And I can’t account for that . . . It’s possible by an error I didn’t get it listed.  I can’t account for it.


Q:	Do you know who Kevin Nelson is?


A:	I can’t recall.  (Maltsberger Tobin Dep (Ex 11), pp. 12-13).


� Deposition Testimony of Dr. Maltsberger in Modica v. Lilly, dated December 8, 2000, attached as Exhibit 23.


�  While Dr. Healy suggests that, “I am now in a position where I have further data. . . . ” (Healy Tobin Dep (Ex 10), p. 281), his testimony is absolutely clear that his opinions concerning Paxil turn almost entirely on the data related to Prozac and Zoloft that was already in the published literature at the time he wrote this article.





