
 

1 

UNITED STATES DISTRICT COURT  
FOR THE DISTRICT OF MASSACHUSETTS 

 

IN RE : ZOFRAN® (ONDANSETRON) 
PRODUCTS LIABILITY LITIGATION 

 
MDL No. 1:15-md-2657-FDS 
 
This document relates to: 
 
All Actions 
 

 
GSK’S MEMORANDUM REGARDING ITS CITIZEN PETITION 

 
 GSK submits this memorandum regarding its November 1, 2019 citizen petition in 

response to the Court’s direction at the November 5 hearing.   

 GSK is confident that it is entitled to preemption based on the current record.  Plaintiffs all 

but abandoned most of their arguments at the November 5 hearing.  As this Court recognized after 

hearing the parties’ oral arguments, Plaintiffs’ argument against preemption “really boils down to 

Study 424.”  Ex. A (11/5/19 Hr’g Tr.) 65:21-25.  The question before this Court is whether FDA 

would have viewed results from Study 100424 that cannot be distinguished from chance as 

material to its labeling decisions notwithstanding the conclusion of the study investigators that the 

study did not show teratogenicity and notwithstanding FDA’s own conclusions that similar studies 

conducted both in the U.K. and Japan did not show teratogenicity.  For all the reasons set forth at 

the hearing, that question cannot be resolved in Plaintiffs’ favor without improperly second-

guessing FDA’s review of GSK’s other animal studies.   

 To the extent this Court has any lingering doubt, FDA now has Study 100424 (and all the 

other information that Plaintiffs invoked in an attempt to defeat preemption).  GSK has long been 

advocating for FDA’s involvement, and in light of FDA’s likely review of Zofran’s labeling 

following developments in Europe, GSK invoked the only regulatory mechanism available to it to 
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request agency action:  a citizen petition.  It did so because it respects FDA’s labeling decisions 

and authority and believes that Plaintiffs’ arguments impermissibly subvert that authority.  

FDA opened an official agency proceeding upon receipt of GSK’s petition.1  Federal law 

requires FDA to respond to the petition.  Federal law also requires FDA to demand labeling 

changes if it “becomes aware of . . . new safety information” that it “determines should be included 

in the labeling of the drug.” 21 U.S.C. § 355(o)(4)(A).  If FDA believes that Study 100424 is 

material information that warrants a labeling change, it will act.  FDA’s response to the citizen 

petition thus will likely resolve the preemption issue.  Although GSK is prepared to try the first 

bellwether case in January 2020, it would be appropriate and efficient for the Court to stay the trial 

date to allow FDA sufficient time to consider the citizen petition.  It would also be appropriate for 

the Court to refer the matter to FDA or to send a letter to FDA to inform FDA of the relevance of 

the citizen petition to this MDL and to request a prompt response.   

I. The Citizen Petition Will Likely Dispose of the Preemption Issue. 
 

FDA’s resolution of GSK’s citizen petition will likely resolve the preemption issue in this 

MDL.  If FDA holds that Plaintiffs’ four categories of information do not justify a labeling change 

and denies the citizen petition under 21 C.F.R. § 10.30, that agency action will establish 

preemption under Merck Sharp & Dohme Corp. v. Albrecht, 139 S. Ct. 1668 (2019).  In that 

situation, even Plaintiffs could not dispute that FDA made its labeling decision while “fully 

informed” of all material information.  Id. at 1678.  

Plaintiffs suggested at the November 5 hearing that GSK’s petition is an improper request 

for an “advisory opinion.”  Ex. A (11/5/19 Hr’g Tr.) 61:19-21, 69:17-21.  Not so.  As this Court 

acknowledged, and as Plaintiffs conceded, “denied action is a form of taking action.”  Id. at 71:12-

                                                 
1 GSK’s citizen petition has been docketed at FDA-2019-P-5151. 
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14.  The FDA’s regulation governing citizen petitions expressly provides that a petition may 

request that FDA “refrain” from taking administrative action.  21 C.F.R. § 10.30(b)(3); see also 

21 C.F.R. § 10.25(a) (“An interested person may petition the Commissioner to issue, amend, or 

revoke a regulation or order, or to take or refrain from taking any other form of administrative 

action.”).  If FDA “refrains” from requiring a labeling change after reviewing Plaintiffs’ 

information, including Study 100424, and/or denies the petition, that is official agency action.  See 

21 C.F.R. § 10.30(e)(2)(ii) (providing that one agency response to a citizen petition is to “[d]eny 

the petition”).  Notably, Plaintiffs have never disputed that FDA’s denial of the Reichmann 

petition, and accompanying refusal to change the labeling, is agency action that has the force of 

law.  GSK’s petition is no different. 

Plaintiffs also suggested that there is something improper about the fact that GSK did not 

analyze the recent epidemiological studies in its petition.  Ex. A (11/5/19 Hr’g Tr.) 68:24-69:21.  

Analysis of those studies will presumably come from Novartis, the current NDA holder.  GSK 

expressly noted the likelihood of that analysis in its petition; it was not hiding anything.  It is 

precisely because FDA will likely be analyzing the labeling that GSK thought it appropriate to 

provide Study 100424 and Plaintiffs’ other information to FDA at the same time.  GSK is not 

asking for a “hypothetical” ruling “in the absence of all this other current science,” as Plaintiffs 

incorrectly contend.  Id. at 70:1-7, 71:5-11.  GSK has asked for concrete FDA action to amend, or 

refrain from amending, the labeling under 21 C.F.R. § 10.30.  Indeed, one possible outcome of the 

citizen petition is an FDA conclusion that a labeling change is required based on information, most 

notably recent epidemiological studies, that was not available at the time of the prior labeling 

decisions (or Plaintiffs’ claimed injuries).  If FDA requires a labeling change based only on newly 

available information, and not on Study 100424 or Plaintiffs’ other information, preemption would 
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still be required in these cases since the alleged injuries at issue all occurred before such 

information was available.  That action would confirm that FDA had all available material 

information at the time it made its prior labeling decisions. 

At the November 5 hearing, Plaintiffs suggested that they need to know “why is [GSK] 

doing this.”  Ex. A (11/5/19 Hr’g Tr.) 62:18-22.  As the Court seemingly recognized, however, a 

petitioner’s motives for requesting agency action are irrelevant.  See id. at 69:22-24 (“THE 

COURT:  I mean, do the motives matter?  In other words, I don’t know what Reichmann’s motives 

were.  I don’t know –“).  It is agency action, not a petitioner’s motives, that preempts state law 

under Merck.  Here, in any event, GSK’s motive is simple.  GSK views Plaintiffs’ argument against 

preemption as an attack on FDA’s labeling decisions and authority.  Plaintiffs’ October 18 

opposition to GSK’s renewed motion crystallized their attack on FDA’s labeling decisions:  they 

affirmatively stated in their response to GSK’s statement of undisputed material facts that FDA’s 

conclusions about GSK’s animal studies are “meaningless.”  Pls.’ Resp. to GSK’s Statement of 

Undisputed Material Facts ¶¶ 91, 128.  They likewise spent much of their oral argument explaining 

why their expert believes that FDA’s conclusions about the animal studies were wrong even 

though FDA determined that GSK had submitted the necessary animal reproductive toxicology 

studies to obtain approval for Zofran. See Ex. A (11/5/19 Hr’g Tr.) 39:14-41:23 (arguing, among 

other things, that “when these studies were done back in the late 1980’s and early 1990’s, dosing 

levels were far lower than they are today under modern ICH standards”).   

Unlike Plaintiffs, GSK welcomes FDA’s views.  GSK believes that FDA possessed all 

material information when it made its prior labeling decisions.  For that reason, GSK did not 

initially submit Plaintiffs’ categories of information to FDA when the preemption issue was first 

briefed.  Nonetheless, ever since the Supreme Court decided Albrecht, GSK has been urging the 

Case 1:15-md-02657-FDS   Document 1746   Filed 11/13/19   Page 4 of 10



 

5 

Court to refer the labeling issue to FDA under the doctrine of primary jurisdiction, to require 

Plaintiffs to file a citizen petition, or to request FDA to submit an amicus brief in this case.  See, 

e.g., ECF No. 1514, at 8-10 (June 3, 2019); ECF No. 1553, at 3-5 (July 1, 2019); ECF No. 1571, 

at 2-4 (July 9, 2019).   Plaintiffs have resisted those efforts at every step, evidently fearful of what 

FDA would say.  See Ex. A (11/5/19 Hr’g Tr.) 70:13-14 (MR. BOGRAD:  “[P]laintiffs think that 

the Citizen’s Petition should be dismissed rather than acted on.”); Ex. B (7/10/19 Status Conf. Tr.) 

26:25-27:1 (MR. MILROOD:  “The FDA is not an outpost to resolve the latest updates on 

science.”); see also, e.g., Pls.’ Supp. Mem. Addressing Merck, ECF No. 1549, at 15-18 (July 1, 

2019); ECF No. 1572, at 7-10 (July 9, 2019).   As recently as October 15, the Court suggested that 

it had not yet ruled out asking FDA for its views.  See Ex. C (10/15/19 Status Conf. Tr.) 11:12-18.   

Because GSK is not the NDA holder, its only mechanism for requesting FDA action itself 

is to file a citizen petition.  When it became evident that FDA may soon review Zofran’s labeling 

in light of recent epidemiological studies, GSK decided that it was an appropriate time to inform 

FDA of Plaintiffs’ categories of information by filing a citizen petition.  The petition is not an 

effort to delay this case; GSK is prepared to go to trial if necessary.  The petition rather reflects 

GSK’s firm conviction that federal law preempts Plaintiffs’ claims and its desire to obtain FDA’s 

confirmation to put this issue to rest.   

GSK also believes that FDA’s involvement is critical because FDA has repeatedly 

cautioned that issuing warnings that are not based in science could mislead the public and deter 

appropriate use of a drug.  As this Court has recognized, “even today” pregnant women are being 

administrated Zofran.  Ex. A (11/5/19 Hr’g Tr.) 56:11-17.  FDA has long been aware of Zofran 

use in pregnancy, and it has cautioned that warning about birth defects “could be misleading.”  See 

Ex. D (FDA denial of Reichmann citizen petition) at 19.  FDA also “recognize[s] that exaggeration 
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of risk, or inclusion of speculative or hypothetical risks, could discourage appropriate use of a 

beneficial drug . . . or decrease the usefulness and accessibility of important information by diluting 

or obscuring it.” Utts v. Bristol-Myers Squibb Co., 251 F. Supp. 3d 644, 659 (S.D.N.Y. 2017) 

(second alteration in original) (quoting 73 Fed. Reg. 2848, 2851 (Jan. 16, 2008)), aff’d sub nom. 

Gibbons v. Bristol-Myers Squibb Co., 919 F.3d 699 (2d Cir. 2019).  A jury verdict for Plaintiffs 

could well mislead physicians and the pregnant women who take Zofran to this very day.  Given 

its expressed concern about that very result, FDA should weigh in regarding whether Plaintiffs’ 

categories of information would have been material. 

II. It Would Be Appropriate to Stay the Trial to Allow the FDA to Decide the Citizen 
Petition. 

 GSK is prepared to go to trial on January 13, 2020 if this Court denies GSK’s renewed 

motion for judgment based on preemption and denies GSK’s general and specific causation 

Daubert motions and case-specific summary judgment motion in the Rodriguez case.  (GSK 

believes that this Court can and should grant all of those motions on the current record.)  Although 

GSK is prepared to try this case, GSK acknowledges that it would be an inefficient use of the 

parties’, Court’s, and jurors’ time to try this case in January only to have the FDA later hold that 

Plaintiffs’ information does not warrant a labeling change, requiring vacatur of any jury verdict in 

Plaintiffs’ favor.  See Fed. R. Civ. P. 52(b), 59, 60.  Accordingly, it would be appropriate for the 

Court to stay the trial to conserve judicial resources.   

If the Court decides to stay the trial, GSK submits that it would be appropriate to continue 

the trial date, at least through June 2020, subject to trial counsel’s availability at that time.  Under 

FDA regulations, FDA is required to furnish a response to GSK’s citizen petition within 180 days 

of receipt.  See 21 C.F.R. § 10.30(e)(2).   Under that regulation, FDA’s response would be due on 

April 29, 2020.  However, the regulation authorizes FDA to “[p]rovide a tentative response, 
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indicating why the agency has been unable to reach a decision on the petition, e.g., because of the 

existence of other agency priorities, or a need for additional information.”  21 C.F.R. § 

10.30(e)(2)(iv).  “The tentative response may also indicate the likely ultimate agency response, 

and may specify when a final response may be furnished.”  Id.  At this point in time, GSK cannot 

predict whether FDA will provide a final response on April 29, 2020, or, if not, when it will provide 

a final response.  That said, if the results of Study 100424 were truly material, one would expect 

FDA to act quickly to inform doctors.   

Continuing the trial date at least through June 2020 would give the parties time to brief the 

implications of FDA’s response to the citizen petition and would give this Court time to rule on 

preemption in light of FDA’s response.  It would also give the parties and Court time to consider 

whether the trial should further be postponed in the event that FDA is unable to reach a decision 

by April 29, 2020.2   

III. The Court May Wish to Refer the Matter or Send a Letter to FDA. 

Now that FDA will be deciding GSK’s citizen petition, it would be particularly appropriate 

for the Court to invoke the referral mechanism in 21 C.F.R. § 10.25(c) and refer this matter to the 

FDA “as a means of coordinating administrative and judicial machinery.”  Pejepscot Indus. Park, 

Inc. v. Maine Cent. R. Co., 215 F.3d 195, 205 (1st Cir. 2000) (quoting Mashpee Tribe v. New 

Seabury Corp., 592 F.2d 575, 580 (1st Cir. 1979)); see ECF No. 1514, at 8-10 (discussing the 

doctrine of primary jurisdiction).  To be clear, the Court need not invoke § 10.25(c) to “take 

advantage of [FDA’s] special expertise.”  Pejepscot Indus. Park, 215 F.3d at 205.  GSK has already 

invoked the regulatory process by filing a citizen petition, and the Court need only wait for FDA’s 

response.  See Palmer Foundry, Inc. v. Delta-HA, Inc., 319 F. Supp. 2d 110, 113 (D. Mass. 2004) 

                                                 
2 Plaintiffs’ proposal to postpone trial until March 30, 2020, should be rejected as it would not provide sufficient 
time for the Court to receive a response from FDA on the citizen petition. 
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(explaining that when courts invoke the doctrine of primary jurisdiction, they typically stay 

proceedings “to allow one of the parties to file an administrative complaint seeking resolution of 

a particular issue”).  But, if the Court were to refer the matter to FDA under § 10.25(c), that action 

may well incentivize FDA to decide the petition more promptly than it otherwise would.   

At a minimum, the Court may wish to send a letter to FDA’s Chief Counsel’s Office 

advising of the relevance of the citizen petition to preemption and encouraging FDA to provide its 

views in an amicus brief.  Such a letter, which would carry the imprimatur of a co-equal branch of 

government, may similarly incentivize FDA to decide the petition promptly.  GSK proposes the 

following language for such a letter: 

The Court is presiding over an MDL proceeding in which plaintiffs allege that 
Zofran causes birth defects.  On November 1, 2019, GlaxoSmithKline (GSK), the 
former NDA holder, submitted a citizen petition requesting “that FDA either refrain 
from taking action to alter Zofran’s pregnancy-related labeling or take action to 
alter the labeling in light of these four categories of information, as the Agency 
deems appropriate.”  The Court is currently assessing GSK’s renewed motion for 
summary judgment based upon federal preemption.  GSK’s citizen petition raises 
issues relevant to that motion.  The Court encourages FDA to resolve the citizen 
petition as promptly as possible.  Additionally, if FDA wishes to submit an amicus 
brief setting outs its position on any aspect of the preemption issue before the Court, 
the Court requests that FDA do so on or before [date]. 
 

CONCLUSION 

 For these reasons, it would be efficient for the Court to stay the trial while FDA decides 

GSK’s citizen petition, which will likely resolve the preemption issue in this case. 
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Dated: November 13, 2019  
      Respectfully submitted,  
      GLAXOSMITHKLINE LLC, 
       By its attorneys,  
 
      /s/ Jennifer Stonecipher Hill  
      Madeleine M. McDonough  
      Jennifer M. Stevenson  
      Jennifer Stonecipher Hill  
      SHOOK, HARDY & BACON L.L.P.  
      2555 Grand Blvd  
      Kansas City, MO 64108  
      Telephone: (816) 474-6550  
      Facsimile: (816) 421-5547  
      mmcdonough@shb.com  
      jstevenson@shb.com  
      jshill@shb.com  
      Admitted pro hac vice  
  
      Lisa S. Blatt  
      Amy Mason Saharia 
      WILLIAMS & CONNOLLY LLP 
      725 Twelfth Street, N.W.  
      Washington, DC 20005  
      Telephone: (202) 434-5000  
      Facsimile: (202) 434-5029  
      lblatt@wc.com  
      asaharia@wc.com 
      Admitted pro hac vice  
 

     Attorneys for Defendant GlaxoSmithKline LLC 
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CERTIFICATE OF SERVICE 
 
I hereby certify that the foregoing document, which was filed with the Court through the CM/ECF 
system, will be sent electronically to all registered participants as identified on the Notice of 
Electronic Filing (“NEF”) and paper copies will be sent via first class mail to those identified as 
non-registered participants.  
 
      /s/ Jennifer Stonecipher Hill  

     Jennifer Stonecipher Hill 
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$QG G6. ZURWH EDFN DQG VDLG, $K, KHUH DUH WKH IRuU

VWuGLHV ZH'YH JLYHQ yRu SUHYLRuVOy DQG FRQWLQuHG WR LJQRUH WKH

-DSDQHVH DQLPDO VWuGLHV.

$JDLQ, ZKHQ )'$ WuUQHG GRZQ NovDUWLs' UHTuHVW WR DGG D

SUHJQDQFy ZDUQLQJ, WKHy VDLG LQ SDUW WKDW WKHy ZHUH GRLQJ VR

EHFDuVH WKHUH ZDV QR HYLGHQFH RI UHSURGuFWLYH -- WHUDWRJHQLF

UHSURGuFWLYH HIIHFWV LQ WKH DQLPDO VWuGLHV, VR, DJDLQ, FOHDUOy

WKH )'$ KDV VDLG ORuG DQG FOHDU ZH FDUH DERuW HYLGHQFH RI

QRQFOLQLFDO VWuGLHV WKDW UHYHDO ELUWK GHIHFWV.

$QG WKDW PDNHV SHUIHFW VHQVH, RI FRuUVH, yRuU HRQRU,

EHFDuVH, DV ZH NQRZ, ZH GRQ'W WHVW GUuJV RQ SUHJQDQW ZRPHQ, VR

WHVWV RQ SUHJQDQW DQLPDOV DUH WKH EHVW HYLGHQFH ZH KDYH RI WKH

LPSOLFDWLRQV RI D YDULRuV GUuJ SURGuFW IRU KuPDQ UHSURGuFWLRQ.

1RZ, VR WKDW'V LW. 6R , GRQ'W WKLQN ZH HYHQ QHHG WR

JHW WR WKH GLVFuVVLRQ RI WKH H[SHUW WHVWLPRQy, EuW LI ZH GR,

'U. 'DQLHOVVRQ SURYLGHV HODERUDWH DQDOyVLV RI ZKy WKH -DSDQHVH

DQLPDO VWuGLHV PDWWHUHG DQG H[SODLQV ZKy WKLV REVHVVLRQ ZLWK

WKH EDFNJURuQG UDWH RI -- WKH EDFNJURuQG UDWH RI ELUWK GHIHFWV

LQ WKH JHQHUDO SRSuODWLRQ LV WKH ZURQJ ZDy WR ORRN DW WKH

TuHVWLRQ, DQG 'U. 'DQLHOVVRQ'V QRW PDNLQJ WKLV VWuII uS

KLPVHOI, KH'V LQYRNLQJ WKH ,&H SURWRFROV IRU DQDOyzLQJ

UHSURGuFWLYH WR[LFRORJy, DQG WKH ,&H SURWRFROV VDy WKDW yRu

QHHG WR GR D FRPSUHKHQVLYH DVVHVVPHQW, WKDW, yRu NQRZ, yRu

QHHG WR WDNH LQWR DFFRuQW ELRORJLFDO PHFKDQLVP RI DFWLRQ, yRu

QHHG WR ORRN DW GRVH UHODWLRQVKLS, yRu QHHG WR ORRN DW
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UHSURGuFLELOLWy DFURVV VSHFLHV, DOO WKH VRUWV RI WKLQJV WKDW

DUH H[DFWOy WKH VWHSV KH WDNHV DQG WKDW G6.'V H[SHUWV KDYH

QRW.

,W LV VLJQLILFDQW WR QRWH, yRuU HRQRU, WKDW G6. GLG

QRW KDYH VWuGLHV RQ WKH IHWDO GRVH H[SRVuUH DW WKH WLPH WKDW

WKHy ZHUH FRQGuFWLQJ WKH 8... DQG , WKLQN DV ZHOO WKH -DSDQHVH

DQLPDO VWuGLHV.

7KHy KDG QR LGHD, JLYHQ WKH UDSLG KDOI OLIH ZLWK ZKLFK

ZRIUDQ LV DEVRUEHG Ey UDWV DQG UDEELWV. 7KHy KDG OLWWOH WR QR

LQIRUPDWLRQ DERuW KRZ PuFK ZRIUDQ ZDV JHWWLQJ WR WKH HPEUyRQLF

DQLPDOV, ZKLFK LV FULWLFDO LQ DVVHVVLQJ UHSURGuFWLYH WR[LFLWy

DQG WHUDWRJHQLFLWy.

$QG DV 'U. 'DQLHOVVRQ H[SODLQV DW VRPH OHQJWK, EDVHG

uSRQ WKH LQIRUPDWLRQ ZH KDYH DERuW WKH ZDy LQ ZKLFK ZRIUDQ

FURVVHV WKH SODFHQWDO EDUULHU DQG EDVHG RQ WKH LQIRUPDWLRQ KRZ

TuLFNOy LW FDQ GLVVLSDWH, ZH FDQ HVWLPDWH, yRu NQRZ, ZKDW

GRVLQJ -- LW'V QRW DV VLPSOH DV, ZHOO, PLOOLJUDPV SHU NLORJUDP,

UDWV DUH VPDOOHU WKDQ KuPDQV, WKHUHIRUH, D VPDOOHU GRVH LV

HTuLYDOHQW.

:H KDYH WR HVWLPDWH, PDNH FDOFuODWLRQV DERuW ZKDW

DPRuQW RI 2QGDQVHWURQ LV OLNHOy WR DFWuDOOy JHW WKURuJK WR WKH

HPEUyR DW WKH FULWLFDO SRLQWV LQ WLPH LQ RUGHU WR PDNH DQ

DVVHVVPHQW, DQG 'U. 'DQLHOVVRQ FRQFOuGHG WKDW WKH RQOy FDVHV LQ

ERWK WKH 8... DQG -DSDQ VWuGLHV LQ ZKLFK GRVLQJ OHYHOV ZHUH

KLJK HQRuJK WR -- DQG ,'YH JRW D VOLGH KHUH, ZKLFK , FDQ UHIHU

Case 1:15-md-02657-FDS   Document 1746-1   Filed 11/13/19   Page 4 of 17



1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

10:01A0

10:02A0

41

WR LQ D PLQuWH ZLWK D FLWDWLRQ IURP KLV GHSRVLWLRQ -- WKDW LW

ZDV RQOy LQ D IHZ PRVW KLJK GRVH -- VRUUy, WKDW ZKHQ WKHVH

VWuGLHV ZHUH GRQH EDFN LQ WKH ODWH 1980'V DQG HDUOy 1990'V,

GRVLQJ OHYHOV ZHUH IDU ORZHU WKDQ WKHy DUH WRGDy uQGHU PRGHUQ

,&H VWDQGDUGV, DQG WKDW WKHUH DUH RQOy D OLPLWHG QuPEHU RI

VWuGLHV, RI RFFDVLRQV LQ WKHVH VWuGLHV DW WKH YHUy KLJKHVW

GRVHV ZKHUH WKH DPRuQW RI -- ZKHUH WKH ZRIUDQ GRVLQJ ZDV

VuIILFLHQW WR UHSURGuFH WKH OHYHO RI HPEUyRQLF H[SRVuUH WKDW ZH

ZRuOG H[SHFW LQ D KuPDQ HPEUyR, DQG LW LV LQ SUHFLVHOy WKRVH

LQVWDQFHV ZKHUH ZH VHH FDUGLDF GHIHFWV LQ WKH WUHDWHG UDWV.

$QG LW LV D GRVH UHVSRQVH. ,W'V RQOy ZKHUH WKHVH GRVHV DUH

KLJK HQRuJK WKDW ZH VHH DQy UHVSRQVH ZKDWVRHYHU.

,Q DGGLWLRQ, WKH ,&H JuLGHOLQHV VDy WKDW ZKHQ yRu

FRPSDUH WKHVH -- WKDW ZKHQ yRu ORRN DW GHWDLOV, yRu QHHG WR EH

FRPSDULQJ WKH SURSHUOy GRVHG DQLPDOV WR WKH FRQWUROV RI WKH

VDPH VSHFLHV, QRW WR VRPH SUHVuPHG EDFNJURuQG UDWH LQ WKH

JHQHUDO SRSuODWLRQ EHFDuVH WKHVH DUH YHUy FDUHIuOOy EUHG

DQLPDOV ZLWK uQLTuH FKDUDFWHULVWLFV.

7KH TuHVWLRQ LV QRW WKH EDFNJURuQG UDWH DPRQJ UDWV LQ

JHQHUDO EuW DUH ZH VHHLQJ LQFLGHQFH RI FDUGLDF PDOIRUPDWLRQV LQ

WKHVH KLJKOy GRVHG DQLPDOV DV FRPSDUHG WR WKH FRQWUROV RI WKH

VDPH VSHFLHV LQ WKH VDPH WHVW, DQG, LQGHHG, WKH -DSDQHVH DQLPDO

VWuGLHV ILQG H[DFWOy WKDW.

1RZ, DV , VDLG DW WKH EHJLQQLQJ, , GRQ'W WKLQN WKH

TuHVWLRQ LV ZKHWKHU WKH )'$ ZRuOG KDYH FKDQJHG LWV PLQG LI LW
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Now, I don't know if FDA may have that independently 

in some way.  I know the PRAC people do.  

It's published, yeah, so I think they would have it 

because that's published literature, and it's possible that 

Novartis sent that to them, but that was never one of the 

categories in the preemption record. 

THE COURT:  What about the timing of this?  And I'll 

say one of the things that I have struggled with for a long 

time in this litigation is -- and really this falls on both 

sides.  

If plaintiffs are right and pregnant women are being 

administered this drug without proper warnings, even today, and 

it's resulting in children being born with septal or orofacial 

defects, why haven't plaintiffs' counsel or plaintiffs' 

physician experts run to the FDA and said, Stop, stop, stop, 

there's this nightmare of birth defects unfolding, even as we 

speak, you need to take action?  

On the other hand, defendants have been saying for 

four years that this is all a bunch of nonsense, and you could 

have gone to the FDA and said, you know, here's all this 

information, you decide this issue. 

But here we are really pretty close to the eve of the 

first Bellwether trial, and now we have a Citizen's Petition, 

and the timing of it is -- well, I expect we're going to hear 

from plaintiffs that the timing of it is troublesome, but 
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GHFLGHG WR WDNH DQ HQG-UuQ DQG WDNH LW LQWR WKHLU RZQ KDQGV

ZLWKRuW QRWLIyLQJ WKH SODLQWLIIV, ZLWKRuW QRWLIyLQJ WKLV &RuUW,

ZLWKRuW WHOOLQJ uV, RU VuSSOHPHQWLQJ WKHLU GLVFRYHUy ZKDW LW

NQHZ DQG ZKHQ LW NQHZ LW.

7KHUH KDYH EHHQ UHJuODWRUy UHTuHVWV IRU SURGuFWLRQ DQG

LQWHUURJDWRULHV WKDW KDYH EHHQ VWDQGLQJ LQ WKLV FDVH IRU D ORQJ

WLPH, LQFOuGLQJ WKHLU LQWHUDFWLRQ ZLWK 1RYDUWLV DQG

FRPPuQLFDWLRQV WR WKH )'$. G6. KDG DQ REOLJDWLRQ uQGHU WKH

UuOHV RI GLVFRYHUy WR OHW uV NQRZ DERuW WKDW.

7H( &2857: ,'P VRUUy, ZKDW KDV EHHQ ZLWKKHOG GR yRu

WKLQN RU QRW SURGuFHG DV GLVFRYHUy"

05. 0,//522': YRu NQRZ, ZH'YH QRWLFHG WKDW LQ WKH

ODVW IHZ SOHDGLQJV, DQG LQFOuGLQJ LQ 0V. 0F'RQRuJK'V VWDWHPHQWV

WKLV PRUQLQJ, WKDW WKHy'UH DZDUH RI VRPHWKLQJ, ":H NQRZ WKDW

WKH )'$ LV DERuW WR GR VRPHWKLQJ." HRZ GR WKHy NQRZ WKDW"

:KDW LV LW WKDW WKHy NQRZ WKDW'V KDSSHQLQJ IURP D

UHJuODWRUy SHUVSHFWLYH WKDW WKHy'UH QRW OHWWLQJ WKH SODLQWLIIV

NQRZ"

$QG ZKDW ZDV UHPDUNDEOH DERuW WKLV ILOLQJ ZLWK WKH

)'$, WKLV ZDV DQ DGYLVRUy RSLQLRQ VRuJKW IRU OLWLJDWLRQ

SuUSRVHV. 7KH ZKROH WKLQJ ZDV DERuW OLWLJDWLRQ. 7KLV ZDVQ'W

DERuW -- LW'V WDONLQJ DERuW SODLQWLIIV DQG SODLQWLIIV' WKHRULHV

DQG 400 FDVHV DUH SHQGLQJ, DQG KHUH'V ZKDW 'U. 'DQLHOVVRQ'V

H[SHUW UHSRUW VDyV LQ WKH FDVH, DQG WKHy'UH ORRNLQJ IRU DQ

DVVLVW IURP WKH )'$ LQ WKLV OLWLJDWLRQ.
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1RZ, ZH KDYH QR LGHD ZKDW 1RYDUWLV KDV SURYLGHG WR WKH

)'$, ZKDW UHTuHVWV FDPH WR 1RYDUWLV. , ZLOO WHOO yRu WKDW

1RYDUWLV LV UHSUHVHQWHG Ey 0DUWLQ &DOKRuQ RI &ROOLQJVZRUWK, DQG

ZKHQ 0V. 0F'RQRuJK VDLG HDUOLHU WKLV VuPPHU, KHy, WKHUH'V

VRPHWKLQJ JRLQJ RQ LQ (uURSH, , GRQ'W NQRZ ZKHWKHU LW ZLOO EH

UHOHYDQW KHUH, EuW WKHUH'V VRPH GLVFuVVLRQ ZLWK WKH DJHQFy RYHU

WKHUH, DQG ZH PDy EULQJ LW WR yRuU DWWHQWLRQ.

,PPHGLDWHOy DIWHU WKDW, , SLFNHG uS WKH SKRQH DQG ,

FDOOHG 1RYDUWLV' FRuQVHO, DQG , VDLG, ":RuOG yRu OLNH D

VuESRHQD RU ZLOO yRu FRRSHUDWH ZLWK PH WR SURYLGH WR PH

ZKDWHYHU yRu'UH SURYLGLQJ WR WKH UHJuODWRUy DJHQFy RYHU WKHUH""

HH JRW EDFN ZLWK PH DQG VDLG, "1R SUREOHP, yRu GRQ'W QHHG WR

VHQG PH D VuESRHQD, ,'OO SURYLGH WKDW LQIRUPDWLRQ WR yRu."

,'YH QHYHU JRWWHQ LW. ,'YH QHYHU JRWWHQ WKH

LQIRUPDWLRQ LQWR WKH (uURSH DJHQFy, DQG ,'YH FHUWDLQOy JRWWHQ

QR GLVFRYHUy SURYLGHG WR PH Ey G6. DV WR ZKDW'V KDSSHQLQJ ZLWK

WKH )'$.

6R KHUH'V ZKDW ZH WKLQN LV WKH SURFHGuUDO LPSDFW RI

WKLV. :H KDYH WR WDNH GLVFRYHUy. :H KDYH WR ILQG RuW ZKDW GLG

G6. NQRZ DQG ZKHQ GLG LW NQRZ LW, DQG ZKy LV LW GRLQJ WKLV, DQG

ZKDW DUH WKH UHJuODWRUy FRPPuQLFDWLRQV, ZKDW LV 1RYDUWLV

FRPPuQLFDWLQJ"

7KHUH ZDV D UHSUHVHQWDWLRQ -- yRu DVNHG FRuQVHO IRU

G6., 'LG yRu JLYH WKHP HYHUyWKLQJ" :HOO, , FDQ UHSUHVHQW WR

WKLV &RuUW, KDYLQJ UHYLHZHG WKH &LWLzHQ'V 3HWLWLRQ, WKHy'YH QRW
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JLYHQ HYHUyWKLQJ WKDW'V UHOHYDQW.

7KH &LWLzHQ'V 3HWLWLRQ UHJuODWLRQV UHTuLUH WKDW yRu

QRW RQOy SURGuFH ZKDW yRu ZDQW WR WKH )'$, EuW yRu KDYH WR

SURGuFH D FRQWUDUy SRVLWLRQ IRU WKH )'$ WR FRQVLGHU. 7KHy GLG

QRW SURGuFH FRQWUDUy SRVLWLRQV GHOLEHUDWHOy EHFDuVH WKHy'UH

ORRNLQJ IRU WKLV DVVLVW RI DQ DGYLVRUy SRVLWLRQ LQ WKH

OLWLJDWLRQ, VR, SUHVuPDEOy, WKHUH ZLOO EH VRPH NLQG RI FRPPHQW

SHULRG. :H ZLOO KDYH WR SURYLGH WKH )'$ ZKDW G6. FKRVH QRW WR

SURYLGH, ZKLFK ZDV WKH FRQWUDUy SRVLWLRQ DQG FRQWUDUy HYLGHQFH.

$QG ZLWK WKDW, G6. DOVR WROG WKLV &RuUW D FRuSOH RI

PRQWKV DJR WKDW WKHy ZHUH JRLQJ WR EH SHUKDSV LQYROYLQJ WKH

)'$, LI WKLV &RuUW SHUPLWV WKDW, DQG WR GR WKDW, WKHy ZHUH

JRLQJ WR KDYH WR GH-GHVLJQDWH D ZKROH EuQFK RI GRFuPHQWV. YRu

PDy UHFDOO G6. FRuQVHO WROG yRu WKDW.

1RZ, ZH KDYH UHIUDLQHG IRU ILYH yHDUV, yRuU HRQRU,

IURP FRPLQJ WR WKLV &RuUW VHHNLQJ WKH GH-GHVLJQDWLRQ RI

GRFuPHQWV. :H EHOLHYH WKDW WKH DUHQD KHUH, DOWKRuJK PDQy RI

WKHVH GRFuPHQWV VKRuOG QRW KDYH WKH SURWHFWLRQ RI

FRQILGHQWLDOLWy, ZH'YH VWDyHG ZLWKLQ WKH DUHQD RI WKLV

OLWLJDWLRQ KHUH, EuW LI WKH )'$ LV JRLQJ WR FRQVLGHU WKLV DQG

FRQVLGHU WKLV IRU OLWLJDWLRQ SuUSRVHV, ZH'UH JRLQJ WR KDYH WR

SURYLGH WKHP ZLWK GRFuPHQWV, DQG ZH'UH JRLQJ WR KDYH WR DOVR

VHHN WKLV &RuUW'V SHUPLVVLRQ IRU WKH GH-GHVLJQDWLRQ RI

GRFuPHQWV.

7KLV TuHVWLRQ WKDW'V EHHQ UDLVHG DERuW ZKy LV LW WKDW
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SODLQWLIIV DUHQ'W UuQQLQJ WR WKH )'$ IRU VRPH NLQG RI VuSSRUW

RU &LWLzHQ'V 3HWLWLRQ, yRu NQRZ, LW'V LQWHUHVWLQJ WKDW LQ WKH

FRQWH[W RI SUHHPSWLRQ, LW'V ORQJ EHHQ UHFRJQLzHG WKDW WKH

UHDVRQ ZKy ZH'UH SHUPLWWHG, DQG WyHWh vs. LHvLnH uQGHUVFRUHV

WKLV, WKH UHDVRQ ZKy ZH'UH SHUPLWWHG WR EULQJ WKHVH ODZVuLWV

KHUH LV EHFDuVH WKHUH'V D SDUDOOHO VyVWHP WKDW H[LVWV.

7KH )'$ H[HUWV LWV UHJuODWRUy DuWKRULWy RYHU WKH

PDQuIDFWuUHU, DQG SODLQWLIIV DUH SHUPLWWHG WR VHHN D VWDWH

FRuUW WRUW VyVWHP RU VWDWH WRUW ODZ WR VHHN UHGUHVV IRU WKHLU

LQMuULHV.

2uU FOLHQWV KDYH KLUHG uV WR FRPH LQWR WKHVH FRuUWV

DQG VHHN UHGUHVV IRU WKHLU LQMuULHV. , FDQ WHOO yRu WKDW LQ Py

RZQ DJUHHPHQWV ZLWK Py FOLHQWV LQ WHUPV RI ZKDW , WHOO WKHP LV

WKH VFRSH RI Py UHSUHVHQWDWLRQ ZLWK WKHP, , GRQ'W WHOO WKHP ,'P

UHSUHVHQWLQJ yRu EHIRUH WKH )'$ WR WUy WR VHHN D FKDQJH LQ WKH

ODEHO.

1RZ, LW PDy EH LQWHUHVWLQJ VWUDWHJy, LW PDy EH KHOSIuO

WR LW, EuW ZKDW ZH'UH GuWy-ERuQG WR GR LV WR VHHN IRU UHGUHVV

IRU RuU FOLHQWV uQGHU WKH WRUW VyVWHP.

7H( &2857: 1R, , uQGHUVWDQG, EuW WKLV LV -- yRu NQRZ,

WKH SDUDGLJP RI WKH SKDUPDFHuWLFDO FDVH LV SURGuFWV RQ WKH

PDUNHW, LW WuUQV RuW SHRSOH GLVFRYHU, OHW'V WDNH '(6, yRu NQRZ,

D FODVVLF H[DPSOH.

3HRSOH GLVFRYHU, WKH VFLHQWLVWV GLVFRYHU, yRu NQRZ, LW

FDQ FDuVH FDQFHU LQ RIIVSULQJ H[SRVHG LQ uWHUR, DQG WKH SURGuFW

Case 1:15-md-02657-FDS   Document 1746-1   Filed 11/13/19   Page 10 of 17



1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

10:48A0

10:49A0

65

LV HLWKHU SuOOHG RII WKH PDUNHW RU LW'V FRQWUDLQGLFDWHG IRU

SUHJQDQFy, RU ZKDWHYHU, DQG QRZ yRu KDYH OLWLJDWLRQ.

:KDW VWuGLHV, ZKDW WHVWV ZHUH GRQH, LW'V DOO uQGHU WKH

KHDGLQJ RI IDLOuUH WR ZDUQ, yRu GLGQ'W GR SURSHU WHVWLQJ, DQG,

WKHUHIRUH, yRu GLGQ'W ZDUQ WKH SUHJQDQW ZRPHQ, EuW WKH GHFLVLRQ

KDV EHHQ PDGH RU WKH VFLHQWLILF FRQVHQVuV LV FOHDU GRZQ WKH

URDG WKDW WKLV LV D SUREOHP, WKDW '(6 FDQ FDuVH, ZKDWHYHU LW

LV, FDUFLQRPD RI WKH FHUYL[ RU WKH YDJLQD RU ZKDWHYHU LW LV

WKDW WKH SUREOHP LV.

$QG WKLV LV NLQG RI GLIIHUHQW EHFDuVH WKH SURGuFW LV

VWLOO RQ WKH PDUNHW DQG VWLOO LVQ'W EHDULQJ DQy ZDUQLQJV, DQG

VR ZH'UH LQ WKLV SHFuOLDU SRVWuUH, DW OHDVW IURP Py VWDQGSRLQW,

WKDW HYHQ WRGDy, WKLV PRUQLQJ VRPH SUHJQDQW ZRPDQ ZRNH uS DQG

WRRN WKLV SLOO, DQG PDyEH yRu KDYHQ'W VWUuJJOHG, EuW ,'YH

VWUuJJOHG ZLWK WKDW.

:KDW GRHV WKDW PHDQ LQ WKLV FRQWH[W" :KDW DUH ZH --

yRu NQRZ, LI yRu'UH ULJKW, DQG PDyEH yRu DUH, EuW LI yRu'UH

ULJKW, VKRuOGQ'W WKRVH ZRPHQ EH ZDUQHG" 6KRuOGQ'W WKHLU

SKyVLFLDQV EH ZDUQHG" 6KRuOGQ'W WKHy NQRZ DERuW WKH GDQJHUV RI

WKLV SURGuFW"

6R ZH KDYH WKDW, DQG WKH SUHHPSWLRQ DUJuPHQW UHDOOy

ERLOV GRZQ WR -- , PHDQ, , NQRZ LW'V QRW TuLWH DV VLPSOH DV

WKLV, EuW LW UHDOOy ERLOV GRZQ WR 6WuGy 424. , PHDQ, WKDW'V

WKH PHDW RI WKLV GLVSuWH LV VKRuOG WKDW KDYH EHHQ GLVFORVHG WR

WKH )'$ EDFN LQ 1991 RU ZKHQHYHU LW ZDV"
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1RZ, WKH )'$ KDV WKH VWuGy, VR ZKDW GR , GR ZLWK WKDW"

$W OHDVW, , WKLQN WKHy KDYH LW. $QG LI WKHy ORRN DW LW DQG

VDy, yHDK, ZHOO, ZH GRQ'W FDUH, ZKHUH GRHV WKDW OHDYH WKLV

OLWLJDWLRQ"

$QG LI WKHy VDy, HR-KR, WKLV LV D JDPH FKDQJHU, WKLV

VKRuOG EH &DWHJRUy & RU WKH PRGHUQ HTuLYDOHQW RI &DWHJRUy &,

ZKDWHYHU WKDW LV, QRZ, yRu NQRZ, yRu'UH LQ D PuFK VWURQJHU

SRVLWLRQ, VR, yRu NQRZ, ,'P WKLQNLQJ RuW ORuG KHUH. ,'YH KDG

24 KRuUV, DW PRVW, WR WKLQN DERuW WKLV LVVuH, EuW...

05. 0,//522': YRuU HRQRU --

7H( &2857: ,'P VRUUy, JR DKHDG.

05. 0,//522': -- , ZLOO VDy WKDW DV FRuQVHO IRU G6.

QRWHG, WKHy'UH QRW WKH ODEHO KROGHU, DQG VR IDU DV ZH FRuOG

WHOO IURP WKH UHDGLQJ RI WKH &LWLzHQ'V 3HWLWLRQ, LW ZDV D

OLWWOH ELW YDJuH, EuW , GLG QRW UHDG LW WR VDy WKHy DUH

UHTuHVWLQJ D VSHFLILF ODEHOLQJ DFWLRQ.

7H( &2857: :HOO, WKHy'UH QRW WKH PDQuIDFWuUHU

DQyPRUH, ULJKW"

05. 0,//522': &RUUHFW.

7H( &2857: 6R , WKLQN WKHy VDy WDNH DFWLRQ RU QRW.

05. 0,//522': ([DFWOy. :H ZRuOG DVN WKDW yRu UHIUDLQ

uQWLO ZH NLQG RI NQRZ ZKLFK RI WKHVH IRuU FDWHJRULHV DUH

PHDQLQJIuO WR yRu DQG KRZ, LI DW DOO, WKHy ZRuOG JR LQWR WKH

ODEHO, VR, DJDLQ, WKHy'UH DVNLQJ WKH )'$ IRU VRPH NLQG RI

DGYLVRUy RSLQLRQ.
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1RZ, HYHQ LI -- DQG, DJDLQ, , GRQ'W NQRZ LI WKHUH'V D

1RYDUWLV UHTuHVW, , GRQ'W NQRZ LI WKHUH'V D ODEHOLQJ FKDQJH

UHTuHVWHG Ey 1RYDUWLV RU VRPHWKLQJ UHTuHVWHG RI 1RYDUWLV. G6.

DSSDUHQWOy VHHPV WR NQRZ WKDW. :H GRQ'W NQRZ WKDW, EuW HYHQ LI

WKH )'$ DFWHG RQ WKLV FuUUHQW &LWLzHQ'V 3HWLWLRQ, ,'P QRW VuUH

WKDW LW ZRuOG DIIHFW WKH DQVZHU WR ZKDW ZH'UH ORRNLQJ DW LQ

WKLV OLWLJDWLRQ. ,W PDy IuUWKHU LQIRUP uV, EuW LW'V QRW

RIILFLDO DJHQFy GHWHUPLQDWLRQ DV WR WKH ODEHO LQ WKLV FDVH.

7H( &2857: :HOO, , PHDQ, WKDW'V RQH RI WKH TuHVWLRQV,

LVQ'W LW" , PHDQ, WKHUH'V WKUHH SRVVLELOLWLHV. 7KH DJHQFy

FRuOG WDNH QR DFWLRQ, MuVW VDLG, WKDQN yRu, ZH'YH FRQVLGHUHG

LW, ZH'UH QRW FKDQJLQJ WKH ODEHO.

,V WKDW DQ DJHQFy GHFLVLRQ" , IRUJHW, -uVWLFH $OLWR

PHQWLRQV LW LQ KLV FRQFuUUHQFH, EuW, yRu NQRZ, LW VHHPV WR PH

WKHy'YH GRQH VRPHWKLQJ. 0DyEH WKDW PHDQV VRPHWKLQJ; PDyEH QRW.

7KHy FRuOG VDy QR, WKH ODEHO VWDyV LQ SODFH. 7KHy FRuOG VDy,

$K-KDK, ZH QHHG WR FKDQJH WKH ODEHO, ZH KDYH EHHQ GHFHLYHG, RU

WKH WKLUG SRVVLELOLWy, WKHy FRuOG GR VRPHWKLQJ LQ EHWZHHQ

WKHUH.

,W VHHPV WR PH LI WKHy JR ZLWK 2SWLRQ 1uPEHU 1, OHW'V

VDy WKH 5RGULJuHz FDVH JRHV WR WULDO. /HW'V VDy yRu ZLQ $100

PLOOLRQ, WKHQ RQ 0Dy 1VW, )'$ VDyV, QR, ZH WKLQN WKH ODEHO

VKRuOG KDYH VWDyHG ZKHUH LW ZDV, HYHQ WDNLQJ LQWR DFFRuQW WKH

-DSDQHVH DQLPDO VWuGLHV DQG 'U. 'DQLHOVVRQ DQG HYHUyWKLQJ, WKHQ

ZKDW GR , GR WKHQ" 'RQ'W , QHHG WR YDFDWH WKDW YHUGLFW DQG
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WKLQN DERuW LW IURP VFUDWFK"

05. B2G5$': YRuU HRQRU, FDQ , UHVSRQG"

7H( &2857: YHV. , NQRZ ZLWKRuW WKH EHQHILW RI

EULHILQJ, ZKLFK , PDy RUGHU ZKHQ ,'P GRQH ZLWK DOO WKLV, EuW

,'P WKLQNLQJ RuW ORuG, RNDy, DQG WKLV LV ZKDW'V RQ Py PLQG.

05. B2G5$': 7KDW'V ZKDW ZH'UH DOO GRLQJ, yRuU HRQRU.

7H( &2857: YHV.

05. B2G5$': $ FRuSOH RI UHDFWLRQV. )LUVW, DSDUW IURP

WKLV OLWLJDWLRQ, LW'V RuU YLHZ WKDW WKLV LV D PLVuVH RI WKH

&LWLzHQ 3HWLWLRQ SURFHVV WR EHJLQ ZLWK. 7KH &LWLzHQ'V 3HWLWLRQ

SURFHVV H[LVWV VR WKDW DQyRQH FDQ JR WR WKH )'$ DQG UHTuHVW

IRUPDO UHJuODWRUy DFWLRQ, ZKHWKHU LW'V D QHZ UHJuODWLRQ,

ZKHWKHU LW'V D FKDQJH LQ D ODEHO. YRu JR WR WKH DJHQFy, yRu

VDy KHUH'V DOO WKLV LQIRUPDWLRQ WKDW OHDGV PH WR EHOLHYH WKDW

yRu VKRuOG UHJuODWH VPRNHOHVV YDSLQJ FLJDUHWWHV.

7H( &2857: 5LJKW.

05. B2G5$': HHUH'V WKLV LQIRUPDWLRQ WKDW OHDGV PH WR

EHOLHYH WKDW ZH VKRuOG DGG D SUHJQDQFy ZDUQLQJ WR WKLV GUuJ.

7KDW'V ZKDW D &LWLzHQ'V 3HWLWLRQ LV VuSSRVHG WR EH IRU IRU D

IRUPDO UHJuODWRUy DFWLRQ EDVHG uSRQ WKH EHVW DYDLODEOH VFLHQFH,

LQFOuGLQJ VFLHQFH WKDW ERWK VuSSRUWV, DQG, DV 0U. 0LOOURRG

VDLG, FRQWUDGLFWV WKH SRVLWLRQ RI WKH SHWLWLRQHU. 7KDW'V QRW

ZKDW WKLV LV.

$V G6. QRWHV LQ WKH YHUy ILUVW SDUDJUDSK RI LWV

SHWLWLRQ, WKHUH'V DOO WKLV VWuII JRLQJ RQ DERuW ZRIUDQ, yRu
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NQRZ, RYHU LQ (uURSH ZLWK WKH 3KDUPDFRYLJLODQFH 5LVN $VVHVVPHQW

&RPPLWWHH DQG RI WKH (uURSHDQ 0HGLFLQH'V $JHQFy DQG (17,6,

ZKLFK LV WKH (uURSHDQ 1HWZRUN RI 7HUDWRORJy ,QIRUPDWLRQ

6HUYLFHV, ZKR WDNH D GLIIHUHQW LQWHUSUHWDWLRQ RI ZKDW 35$&

UHFRPPHQGHG, WKRuJK WKHy OLNHZLVH UHFRPPHQG WKDW ZRIUDQ VKRuOG

DW EHVW EH VHFRQG OLQH WKHUDSy IRU uVH GuULQJ SUHJQDQFy. 7KHUH

DUH WKHVH QHZ HSLGHPLRORJLF VWuGLHV WKDW uQGHUOLH WKH 35$&

UHFRPPHQGDWLRQV.

G6. VDyV LJQRUH DOO WKDW, yRu NQRZ, RU GHDO ZLWK WKDW

ZLWK 1RYDUWLV, WKDW'V QRW ZKDW ZH'UH DVNLQJ DERuW.

:H DUH DVNLQJ yRu D KySRWKHWLFDO TuHVWLRQ. ,I ZH

LJQRUH DOO WKDW LQIRUPDWLRQ EuW RQOy ORRN DW WKHVH SLHFHV RI

LQIRUPDWLRQ WKDW WKH SODLQWLIIV KDYH SRLQWHG WR WKDW WKHy GuJ

RuW RI RuU ILOHV, yRu NQRZ, ZRuOG WKDW EH VuIILFLHQW WR OHDG

yRu WR FKDQJH WKH ODEHO" ,V WKDW LQIRUPDWLRQ WKDW yRu KDG RU

GHGuFHG, RU, yRu NQRZ, GLG yRu JR RQ 7R[QHW WR ORRN LW uS"

YRu NQRZ, WKHy'UH DVNLQJ IRU DQ DGYLVRUy RSLQLRQ IRU

WKH HTuLYDOHQW RI DQ DPLFuV EULHI LQ WKLV OLWLJDWLRQ, WKHy'UH

QRW DVNLQJ IRU IRUPDO DJHQFy DFWLRQ. :H WKLQN DV D PDWWHU RI

)'$ UHJuODWRUy SURFHGuUH, WKDW'V DQ LQDSSURSULDWH uVH RI WKH

&LWLzHQ 3HWLWLRQ SURFHVV.

7H( &2857: , PHDQ, GR WKH PRWLYHV PDWWHU" ,Q RWKHU

ZRUGV, , GRQ'W NQRZ ZKDW 5HLFKPDQQ'V PRWLYHV ZHUH. , GRQ'W

NQRZ --

05. B2G5$': ,W'V QRW WKDW PRWLYHV PDWWHU, LW'V WKDW
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,'P VDyLQJ WKDW UHOLHI WKDW LV UHTuHVWHG VHHPV YHUy RGG. 7KHy

DUH VSHFLILFDOOy VDyLQJ WR WKH DJHQFy, ZH ZDQW yRu WR DQVZHU

WKHVH TuHVWLRQV LQ WKH DEVHQFH RI DOO WKLV RWKHU FuUUHQW

VFLHQFH, yRu NQRZ, WKDW ZH GRQ'W ZDQW yRu WR DVN VKRuOG WKHUH

EH D SUHJQDQFy ZDUQLQJ LQ OLJKW RI WKLV LQIRUPDWLRQ DQG WKHVH

QHZ KuPDQ HSLGHPLRORJLF VWuGLHV. 7KDW ZRuOG EH D SHUIHFWOy

DSSURSULDWH &LWLzHQ 3HWLWLRQ.

7KHy DUH VDyLQJ, QR, QR, 1RYDUWLV FDQ GHDO ZLWK yRu

DERuW WKDW VWuII, ZH ZDQW yRu WR WHOO uV ZKHWKHU ZH VKRuOG EH

HQWLWOHG WR SUHHPSWLRQ EHFDuVH ZH GLGQ'W JLYH yRu WKHVH VWuGLHV

20 yHDUV DJR, DQG ZH WKLQN WKDW'V DQ DEuVH RI WKH SURFHVV, EuW

ZH DOVR WKLQN, DQG IRU WKDW UHDVRQ, ZKLOH ZH KDYH FHUWDLQOy

PDGH QR GHFLVLRQV yHW, , WKLQN SODLQWLIIV WKLQN WKDW WKH

&LWLzHQ'V 3HWLWLRQ VKRuOG EH GLVPLVVHG UDWKHU WKDQ DFWHG RQ.

,I LW ZHUH WR EH DFWHG RQ, , WKLQN WKH UHFRUG QHHGV WR

EH VuEVWDQWLDOOy VuSSOHPHQWHG IURP ZKDW G6. SURYLGHG.

7H( &2857: ,V WKHUH D PHFKDQLVP IRU GLVPLVVLQJ D

&LWLzHQ'V 3HWLWLRQ" &DQ yRu RSSRVH LW"

05. B2G5$': 2QH RI WKH RSWLRQV WKHy KDYH LV WR

GLVPLVV. :KDW ZH KDYH WR ILJuUH RuW LV ZKDW RuU RSWLRQV DUH WR

SDUWLFLSDWH DQG ZKHWKHU, LI ZH PRYH WR GLVPLVV, ZH VRPHKRZ

SUHFOuGH RuUVHOYHV IURP VuEPLWWLQJ DGGLWLRQDO LQIRUPDWLRQ.

BuW DV IDU DV WKLV FDVH JRHV, yRuU HRQRU, , DOVR WKLQN

WKH &LWLzHQ'V 3HWLWLRQ GRHV QRW DQVZHU WKH SUHHPSWLRQ TuHVWLRQ

SUHFLVHOy EHFDuVH WKHy KDYH QRW DVNHG WKH DJHQFy WR GHFLGH,
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JLYHQ WKH EHVW VFLHQFH WRGDy, ZKHWKHU WKHUH VKRuOG EH D

SUHJQDQFy ZDUQLQJ, WKHy KDYH DVNHG WKH DJHQFy ZKDW ZRuOG yRu

KDYH GRQH EDFN LQ 1991, RU ZKDWHYHU yHDU LW ZDV, LI ZH KDG

JLYHQ yRu WKLV LQIRUPDWLRQ"

7KDW'V SUHFLVHOy WKH NLQG RI KySRWKHWLFDO SUHHPSWLRQ

WKDW WKH 6uSUHPH &RuUW H[SOLFLWOy VDyV GRHVQ'W FRuQW uQGHU

MHUcN v. AlEUHchW, WKDW WKDW'V, yRu NQRZ, WKDW WKH RQOy --

LPSRVVLELOLWy GRHVQ'W NLFN LQ uQOHVV DQG uQWLO WKH DJHQFy ZDV

JLYHQ DQ DFWuDO, yRu NQRZ, ZDV SUHVHQWHG ZLWK DQ DFWuDO

UHJuODWRUy VLWuDWLRQ DQG WRRN DFWLRQ, DQG LI WKDW

LPSOLFDWHG --

7H( &2857: 2U QRW WRRN DFWLRQ.

05. B2G5$': 2U QRW, yHV, ULJKW, GHQLHG DFWLRQ LV D

IRUP RI WDNLQJ DFWLRQ. YHV, , FHUWDLQOy DJUHH, EuW WKDW, yRu

NQRZ, DVNLQJ WKH TuHVWLRQ ZKDW ZRuOG WKH DJHQFy KDYH GRQH KDG

LW KDG WKLV LQIRUPDWLRQ, ZKLFK LV WKH TuHVWLRQ WKH

&LWLzHQ'V 3HWLWLRQ DVNV LV QRW WKH TuHVWLRQ IRU FOHDU HYLGHQFH

SUHHPSWLRQ uQGHU MHUcN v. AlEUHchW, , PHDQ, yRu NQRZ, DV WKH

SRVVLELOLWy RI LPSRVVLELOLWy LV QRW HQRuJK, KySRWKHWLFDO RU

SRWHQWLDO FRQIOLFW LV QRW VuIILFLHQW WR SUHHPSW VWDWH ODZ.

7KDW'V ZKDW WKH &RuUW VDyV, DQG LW VDyV LW UHSHDWHGOy.

1RZ, yRu KDG DVNHG D TuHVWLRQ, , ZDVQ'W DW WKH

KHDULQJ, , WKLQN LW ZDV LQ -uOy, ZKHUH ZH ZHUH GLVFuVVLQJ WKH

WLPLQJ LVVuHV DERuW WKHVH WKLQJV.

7KH TuHVWLRQ , WKLQN yRu ZHUH DVNLQJ, MuVW DVNLQJ uV
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81,7(' 67$7(6 ',675,&7 &2857
',675,&7 2) 0$66$&H86(776

,1 5(: Z2)5$1 (2QGDQVHWURQ)
352'8&76 /,$B,/,7Y /,7,G$7,21

)
)
)
)
)
)
)
)
)

0'/ 1R. 15-02657-)'6

B()25(: 7H( H2125$B/( ). '(11,6 6$Y/25, ,9

67$786 &21)(5(1&(

-RKQ -RVHSK 0RDNOHy 8QLWHG 6WDWHV &RXUWKRXVH
&RXUWURRP 1R. 2
1 &RXUWKRXVH :Dy
BRVWRQ, 0$ 02210

-8/Y 10, 2019
1:30 S.P.

9DOHULH $. 2'HDUD, )&55, 535
2IILFLDO &RXUW 5HSRUWHU

-RKQ -RVHSK 0RDNOHy 8QLWHG 6WDWHV &RXUWKRXVH
1 &RXUWKRXVH :Dy, 5RRP 3204

BRVWRQ, 0$ 02210
(-PDLO: YDRKDUD@JPDLO.FRP
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DQG WKH 6XSUHPH &RXUW LQ MercN VDLG WKDW LV QRW DQ RIILFLDO

DJHQFy GHFLVLRQ WKDW ZRXOG DOORZ D GHIHQGDQW WR EH LPPXQHG

XQGHU SUHHPSWLRQ.

7H( &2857: (YHQ LI VXEVHTXHQW VFLHQFH RU VXEVHTXHQW

DJHQFy GHFLVLRQV VDLG WKDW WKDW ZDV ZURQJ RU LW GLGQ'W PDNH D

GLIIHUHQFH"

05. 0,//522': 7KDW'V ULJKW, yRXU HRQRU, DQG , ZRXOG

VXEPLW WKDW XQGHU WKH KySRWKHWLFDO WKDW yRX UDLVHG ODVW WLPH LQ

RXU -XQH VWDWXV FRQIHUHQFH, LI WKHUH ZDV VRPH VWXGy RXW WKHUH

RI D PLOOLRQ ZRPHQ WKDW VKRZHG QR ULVN, PDyEH ZRIUDQ'V

SURWHFWLYH RI ELUWK GHIHFWV, WKH YHKLFOH DW WKDW SRLQW LQ WLPH

ZRXOG QRW EH DQ )'$ GHFLVLRQ RU SUHHPSWLRQ, LW ZRXOG EH D

PRWLRQ IRU VXPPDUy MXGJPHQW RQ JHQHUDO FDXVDWLRQ.

7KH TXHVWLRQ DV LW UHODWHV WR SUHHPSWLRQ LV DQ

RIILFLDO DJHQFy GHFLVLRQ DW WKH WLPH WKH ZDUQLQJ LV FRQVLGHUHG

RU VKRXOG KDYH EHHQ FRQVLGHUHG WKURXJK D &B( RU ZKDW QRW, EXW

WKH IDFW WKDW WKHUH'V JRLQJ WR EH -- yRXU HRQRU, DJDLQ, XQGHU

WKDW YLHZ, ZH FRXOG EH LQ WKH PLGGOH RI WULDO, DQG WKH -RurnaO

Rf ReSrRducWLve TRxLcRORJy FRXOG RXW ZLWK D QHZ VWXGy WKDW G6.

YLHZV LW RQH ZDy WKDW VDyV, RK, ZRIUDQ LV UHDOOy VDIH, DQG ZH'G

EH SDXVLQJ WKH WULDO WR VDy, ZHOO, OHW'V VHQG WKLV GRZQ WR WKH

)'$ WR VHH ZKDW WKHy WKLQN.

7KDW LV QRW ZKDW MercN VDyV LV WKH ZDy WR VHW WKLV

WKLQJ XS. 7KDW'V QRW KRZ yRX UHVROYH WKH TXHVWLRQ RI

SUHHPSWLRQ. 7KH )'$ LV QRW DQ RXWSRVW WR UHVROYH WKH ODWHVW
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XSGDWHV RQ VFLHQFH.

7H( &2857: 2NDy.

05. 0,//522': 7KDQN yRX, yRXU HRQRU.

06. 0F'2128GH: :HOO, WKHUH ZHUH D ORW RI

KySRWKHWLFDOV , WKLQN LQ 0U. 0LOOURRG'V DUJXPHQW DQG PDyEH VRPH

OHDSV RI ORJLF, VR , JXHVV ZKDW , ZDQWHG WR VWDUW ZLWK LV yRXU

TXHVWLRQ, ZKLFK , WKLQN ZDV YHUy DSSURSULDWH. :H QRZ KDYH WKH

AOErechW GHFLVLRQ.

:KDW LW VDLG IRU WKH ILUVW WLPH PDNLQJ LW UHDOOy FOHDU

LV SUHHPSWLRQ LV DQ LVVXH IRU WKH 7ULDO -XGJH, QRW IRU WKH

MXUy. :H GLGQ'W NQRZ WKDW IRU VXUH DW WKH WLPH WKDW yRX PDGH

SUHYLRXV UXOLQJV.

:H VDLG ZH WKRXJKW LW ZDV D OHJDO TXHVWLRQ, EXW WKDW

ZDV QRW UHDOOy VHW IRUWK yHW Ey WKH 6XSUHPH &RXUW. 1RZ WKHy'YH

GRQH WKDW. YRX DVNHG WKH DSSURSULDWH TXHVWLRQ, RNDy, ZKDW GR ,

GR QRZ EHFDXVH , GLGQ'W PDNH IDFWXDO ILQGLQJV EHIRUH, , ZDV

SODQQLQJ WR JLYH WKDW WR WKH MXUy, , GLG QRW UHMHFW SUHHPSWLRQ,

, ZDV SODQQLQJ WR JLYH WKDW WR WKH MXUy, VR WKRVH WKLQJV ZHUH

QRW GHFLGHG EHIRUH, EXW QRZ AOErechW KDV VDLG, yRX NQRZ, LW'V

DQ XQHQYLDEOH WDVN, EXW WKH 7ULDO -XGJH KDV WR QRZ VRUW RXW WKH

SUHHPSWLRQ TXHVWLRQV.

:KDW GLG WKH )'$ NQRZ, ZKHWKHU LW ZDV SURYLGHG WR )'$

Ey G6. RU VRPHRQH HOVH, D &LWLzHQ'V 3HWLWLRQ,

SXEOLFOy-DYDLODEOH LQIRUPDWLRQ, ZKDWHYHU, GLG WKH )'$ NQRZ RI

WKH LVVXH DQG WKH VFLHQFH DQG WKH UHOHYDQW IDFWV ZKHQ LW PDGH
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)
)
)
)
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0'/ 1R. 15-02657-)'6

B()25(: 7H( H2125AB/( ). '(11,6 6AY/25, ,9

67A786 &21)(5(1&(

-RKQ -RVHSK 0RDNOHy 8QLWHG 6WDWHV &RuUWKRuVH
&RuUWURRP 1R. 2
1 &RuUWKRuVH :Dy
BRVWRQ, 0A 02210

2FWREHU 15, 2019
11:00 D.P.

9DOHULH A. 2'HDUD, )&55, 535
2IILFLDO &RuUW 5HSRUWHU

-RKQ -RVHSK 0RDNOHy 8QLWHG 6WDWHV &RuUWKRuVH
1 &RuUWKRuVH :Dy, 5RRP 3204

BRVWRQ, 0A 02210
(-PDLO: YDRKDUD@JPDLO.FRP
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ULJKW QRZ, EuW, OHW'V VHH, WKLV )ULGDy LV WKH 18WK. HRZ DERuW

10 GDyV" , GRQ'W ZDQW WR UuLQ yRuU ZHHNHQG, 0V. HLOO.

06. 0F'2128GH: 7KHy'UH EHJJLQJ IRU 12.

7H( &2857: HRZ DERuW 11" 2FWREHU 29WK.

06. 0F'2128GH: :H'OO GR ZKDW yRu VuJJHVW, yRuU HRQRU.

7H( &2857: , GRQ'W WKLQN WKLV LV LQ WKH FDOHQGDU IRU

DQ DUJuPHQW, ULJKW"

06. 0F'2128GH: 1R, WKDW ZDV WKH QHxW TuHVWLRQ. YRu

NQRZ, WKH VRRQHU, WKH EHWWHU, JLYHQ WKH WULDO VFKHGuOH, DQG DOO

WKH RWKHU WKLQJV JRLQJ RQ.

7H( &2857: YHV.

06. 0F'2128GH: :KLOH ZH'UH WDONLQJ DERuW WKDW, ,

PHDQ, LW ZRuOG EH JRRG WR NQRZ LI yRu DUH VWLOO FRQVLGHULQJ

DVNLQJ WKH )'A IRU DQy JuLGDQFH RU DQ DPLFuV EULHI, LI yRu ZDQW

D EHQFK WULDO RQ WKLV WRSLF, DQy RI WKRVH RWKHU RuWVWDQGLQJ

TuHVWLRQV ZH ZRuOG OLNH WR KDYH JuLGDQFH RQ.

7H( &2857: A VRPHZKDW VLPSOLILHG DQVZHU LV , ZDQW WR

UHDG yRuU EULHIV.

06. 0F'2128GH: 2NDy. 7KDQN yRu.

05. 0,//522': YRuU HRQRU, EULHIOy RQ WKLV, VR ZH ZLOO

EH WLPHOy ILOLQJ RuU RSSRVLWLRQ WKLV )ULGDy. /DVW )ULGDy, G6.

ZURWH uV DQ H-PDLO WR LQGLFDWH WKDW WKHy SODQQHG WR ILOH D

PRWLRQ WR DPHQG WKH VWDWHPHQW RI IDFWV LQ LWV EULHI DQG ZDQWHG

WR NQRZ ZLWKRuW VHHLQJ ZKDW WKDW ZRuOG ORRN OLNH ZKHWKHU ZH

ZRuOG REMHFW.
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.f"7# (,,.J~ DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Admin ist ration 
10903 New Hampshire Avenue 
Building #51 

OfT 2 7 2015 
Silver Spring, MD 20993 

James P. Reichmarm 

Re: Docket No. FDA-2013-P-0048 

Dear Mr. Reichmarm: 

This letter responds to your citizen petition received on January 7, 2013, 1 and the 
supplemental information submitted by you and received on January 14, 2013, March 12, 
2013, May 14,2014, June 24,2015, and September 14,2015 (collectively, the Petition)? 

The Petition states that the use ofZofran (ondansetron) by pregnant women poses risks to 
the fetus, neonate, and mother and that there is insufficient evidence to support the 
unapproved use of ondansetron for the treatment of nausea and vomiting during 
pregnancy. 

The Petition requests that the Food and Drug Administration (FDA or Agency) take the 
following actions (Petition at 2): 

• Reclassify the drug ondansetron (Zofran) from pregnancy risk category B 
to category C, D, or X after evaluation of"new safety information"; 

• Notify obstetricians and gynecologists (OB/GYNs) that there is 
insufficient scientifically acceptable evidence that ondansetron is 
associated with improved treatment outcomes and may lead to adverse 
maternal and fetal events or outcomes; 

• Notify OB/GYNs that promotion of continuous subcutaneous ondansetron 
pump for the treatment of nausea and vomiting of pregnancy (NVP) is a 
violation of FDA regulations. 

1 Although this citizen petition was received on January 7, 2013, it was dated January 4, 2012. We believe 
that the year of2012 on the Petition was a typographical error. Also, because the Petition is not page­
numbered and includes a cover page, for purposes of this response we consider the cover page to be part of 
the Petition, and refer to the Petition page numbers accordingly (i.e., the cover page is considered page 1 of 
the Petition). 
2 Anonymous submissions in support of the Petition were received on September 3, September 24, and 
October 29,2013, and on January 23, April14, and September 26, 2014. A signed submission opposing 
the Petition was received on January 27, 2014. Signed submissions in support ofthe Petition were received 
on February 2, February 9, March 6, April20, April27, and October 5, 2015. 
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We have carefully considered the Petition and submissions to the docket. The Petition's 
requests are denied for the reasons described below. 

I. BACKGROUND 

A. Ondansetron Indications and Unapproved Use 

1. Approved Indications 

Ondansetron is a type three 5-hydroxytryptamine receptor antagonist indicated for use in 
the prevention of nausea and vomiting associated with chemotherapy and radiotherapy 
and the prevention of postoperative nausea and vomiting associated with anesthesia. 

FDA-approved and currently marketed ondansetron drug products3 include the 
formulations in Table 1, below. Ondansetron is marketed under the trade name Zofran 
(all dosage forms except oral film) or Zuplenz (oral film only). 

Table 1- Currently Marketed Approved Ondansetron Drug Products 

New Drug 
Application 

Approval Year Dosage Form (NDA) No. NDAHolder 
1991 Injectable; Injection 20007 Novartis 
1992 Oral tablet 20103 Novartis 
1997 Oral solution 20605 Novartis 
1999 Orally disintegrating tablet 20781 Novartis 
2010 Oral film 22524 Galena BioPharma 

In addition, generic versions of the NDA products are available in all dosage forms, 
except for oral film. 

The approved indications of ondansetron for injectable products are: 

1. Prevention of nausea and vomiting in patients aged 6 months and older 
associated with initial and repeat courses of emetogenic cancer chemotherapy, 
including high-dose cisplatin. 

2. Prevention of postoperative nausea and/or vomiting. As with other 
antiemetics, routine prophylaxis is not recommended for patients in whom 
there is little expectation that nausea and/or vomiting will occur 
postoperatively. In patients in whom nausea and/or vomiting must be avoided 
postoperatively, [Product Narne(s) and Formulation(s) is/are] recommended 

3 For the injectable, oral tablet, and oral solution dosage forms, ondansetron hydrochloride is used. For the 
oral disintegrating tablet and oral film, ondansetron base is used. For purposes of this response, all forms 
will be referred to as ondansetron. 

2 
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even when the incidence of postoperative nausea and/or vomiting is low. For 
patients who do not receive prophylactic [Product Name(s) and 
Formulation(s) is/are] and experience nausea and/or vomiting postoperatively, 
[Product Name(s) and Formulation(s) is/are] may be given to prevent further 
episodes. [Product Name(s) and Formulation(s) is/are] approved for patients 
aged 1 month and older. 

The approved indications of ondansetron for oral products (oral tablets, orally 
disintegrating tablets, oral solution, and oral film) are: 

1. Prevention of nausea and vomiting associated with highly emetogenic cancer 
chemotherapy, including cisplatin ~50 milligrams (mg)/meter (m)2

. 

2. Prevention of nausea and vomiting associated with initial and repeat courses 
of moderately emetogenic cancer chemotherapy. 

3. Prevention of nausea and vomiting associated with radiotherapy in patients 
receiving either total body irradiation, single high-dose fraction to the 
abdomen, or daily fractions to the abdomen. 

4. Prevention of postoperative nausea and/or vomiting. As with other 
antiemetics, routine prophylaxis is not recommended for patients in whom 
there is little expectation that nausea and/or vomiting will occur 
postoperatively. In patients where nausea and/or vomiting must be avoided 
postoperatively, [Product Name(s) and Formulation(s) is/are] recommended 
even where the incidence of postoperative nausea and/or vomiting is low. 

2. Unapproved Use 

No ondansetron drug product has been approved for the treatment of nausea and vomiting 
in pregnancy (NVP). 

We are aware of the unapproved use of oral and injectable ondansetron for the treatment 
ofNVP. NVP is a common condition affecting 50%-90% of women during their 
pregnancies.4 The severity ofNVP exists on a continuum, and the most severe form is 
known as hyperemesis gravidarum (HG). HG has been reported in 0.5% to 2% of 
pregnancies and is characterized by persistent and severe nausea and vomiting that may 
be accompanied by weight loss, large ketonuria, electrolyte abnormalities, and 
dehydration. HG can pose a risk to the health of both the mother and the fetus and may 
result in hospitalization. Between 2004 and 2008, approximately 3% of a sample of 
4,300 expectant mothers enrolled in the Slone Epidemiology Center Birth Defects Study 
reported using ondansetron in the first trimester of pregnancy. 5 

4 Piwko C, et al., "Economic burden of nausea and vomiting of pregnancy in the USA." J. of Population 
Therapeutics & Clin Pharm 2013 ; e149. 
5 Mitchell AA, Gilboa SM, Werler MM, et al. "Medication use during pregnancy, with particular focus on 
prescription drugs: 1976-2008." Am J Obstet Gyneco/2011 ;205:51 .e1-8. 

3 

Case 1:15-md-02657-FDS   Document 1746-4   Filed 11/13/19   Page 4 of 21



Docket No. FDA-2013-P-0048 

B. Pregnancy Risk Labeling for Ondansetron 

1. Pregnancy Risk Categories in Prescription Drug Labeling 

At the time the Petition was submitted in 2013, FDA regulations required the Pregnancy 
subsection of the drug product labeling to address the teratogenic effects of the drug by inclusion 
of the appropriate pregnancy risk category, as well as the relevant required statements for that 
category unless a drug was not absorbed systemically and the drug was not known to have a 
potential for indirect harm to the fetus (21 CFR 201.57(c)(9)(i) and 201.80(f)(6)(i)). 

2. Current Ondansetron Labeling Regarding Use during Pregnancy 

During the NDA review and approval process for Zofran (the first approved ondansetron 
drug product), FDA determined that pregnancy risk category B was the appropriate 
category. Other ondansetron drug product applications (for both NDA and generic 
products) have likewise been assigned pregnancy category B. The regulations in effect 
when the Petition was submitted in 20 13 specified the following criteria for a pregnancy 
risk Category B designation: 

• "animal reproduction studies have failed to demonstrate a risk to the fetus and 
there are no adequate and well-controlled studies in pregnant women" or "animal 
reproduction studies have shown an adverse effect (other than decrease in 
fertility), but adequate and well-controlled studies in pregnant women have failed 
to demonstrate a risk to the fetus during the first trimester of pregnancy (and there 
is no evidence of a risk in later trimesters)" (21 CFR 201.57(c)(9)(i)(A)(2) and 
201.80(f)(6)(i)(b )). 

The current approved labeling for injectable ondansetron products states the following in the 
Pregnancy section: 

Pregnancy; Pregnancy Category B 

Pregnancy Category B. Reproduction studies have been performed in pregnant 
rats and rabbits at intravenous doses up to 4 mg/kg per day (approximately 1.4 
and 2.9 times the recommended human intravenous dose of0.15 mglkg given 
three times a day, respectively, based on body surface area) and have revealed no 
evidence of impaired fertility or harm to the fetus due to ondansetron. There are, 
however, no adequate and well-controlled studies in pregnant women. Because 
animal reproduction studies are not always predictive of human response, this 
drug should be used during pregnancy only if clearly needed. 

The current labeling for oral ondansetron products other than oral film (oral tablets, orally 
disintegrating tablets, and oral solution), states the following in the Pregnancy section: 
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Pregnancy: Teratogenic Effects 

Pregnancy Category B. Reproduction studies have been perfonned in pregnant 
rats and rabbits at daily oral doses up to 15 and 30 mg/kg/day, respectively, and 
have revealed no evidence of impaired fertility or hann to the fetus due to 
ondansetron. There are, however, no adequate and well-controlled studies in 
pregnant women. Because animal reproduction studies are not always predictive 
of human response, this drug should be used during pregnancy only if clearly 
needed. 

The current labeling for the oral film formulation of ondansetron states the following 
in the Pregnancy section: 

Pregnancy 

Pregnancy Category B. Reproduction studies have been perfonned in pregnant 
rats and rabbits at daily oral doses up to 15 and 30 mg/kg/day, respectively 
(approximately 8 and 30 times the human dose of 16 mg/day, based on body 
surface area), and have revealed no evidence of impaired fertility or hann to the 
fetus due to ondansetron. There are, however, no adequate and well-controlled 
studies in pregnant women. Because animal reproduction studies are not always 
predictive of human response, [Product Name] ( ondansetron) oral soluble film 
should be used during pregnancy only if clearly needed. 

However, as discussed below, the requirements for prescription drug product labeling with 
regard to potential risks during pregnancy and lactation recently changed. 

3. Pregnancy and Lactation Labeling Rule (effective June 30, 2015) 

On December 4, 2014, FDA issued a final rule amending the regulations concerning the 
requirements for pregnancy and lactation information in prescription drug and biological product 
labeling (Pregnancy and Lactation Labeling Rule). 6 The changes to the regulations took effect 
on June 30, 2015. The Pregnancy and Lactation Labeling Rule requires the following: 

• Labeling for drug products that are the subject of applications (including NDAs, 
Biologics License Applications (BLAs), and efficacy supplements) approved on or after 
June 30, 2001, must comply with the content and format requirements in 21 CFR 
201.57(c)(9)(i), as revised by the Pregnancy and Lactation Labeling Rule.7 

6 Federal Register (FR) notice, "Final Rule: Content and Format of Labeling for Human Prescription Drug 
and Biological Products; Requirements for Pregnancy and Lactation Labeling," (79 FR 72064, December 
4, 2014). 
7 See 21 CFR 20 1.56(b ); 21 CFR 20 1.57( c )(9)(i). 
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• For all human prescription drug and biological products, including those for which an 
application was approved before June 30, 2001, the pregnancy letter categories A, B, C, 
D, and X must be removed.8 

A holder of an application that is not subject to the new content and format requirements of the 
final rule (i.e. an application subject to 21 CFR 201.80) must remove the pregnancy risk category 
from its labeling within 3 years after the effective date of the rule. 9 A holder of an application 
that is subject to the new content and format requirements of the rule (i.e., an application subject 
to 21 CFR 201.56) is required to remove the pregnancy category when it revises the labeling of 
the product according to the implementation schedule in the Pregnancy and Lactation Labeling 
Rule.10 Because ofthis phased implementation schedule, there may be a window oftime during 
which the pregnancy risk categories continue to appear on some ondansetron drug product 
labeling, while other ondansetron products have labeling that has been revised consistent with 
the Pregnancy and Lactation Labeling Rule content and format requirements. 

II. DISCUSSION 

The Petition states concerns regarding certain potential risks to the fetus and neonate 
(e.g., cleft palate) and to the pregnant woman (e.g., Torsade de Points and QT 
prolongation) if she receives ondansetron during pregnancy (Petition at 3-4), particularly 
during unapproved use of ondansetron to treat NVP. These potential risks are discussed 
in section II. A (Discussion of Risks) below. 

The Petition also requests that FDA take specific actions with regard to such potential 
risks, including: (i) changing the pregnancy category of ondansetron; (ii) providing 
certain notifications to OB/GYNs regarding the safety and efficacy of ondansetron use 
during pregnancy; and (iii) providing certain notifications to OB/GYNs regarding 
marketing or promotion of a continuous subcutaneous pump to deliver ondansetron for 
the treatment ofNVP. These requests are discussed in section II.B (Petition Requests) 
below. 

A. Discussion of Risks 

1. Risks to the Fetus and Neonate 

The Petition raises a safety concern regarding teratogenic and other risks to the fetus and 
neonate in support of the request that FDA reclassify ondansetron from pregnancy 
category B to category C, D, or X, based on new safety information. In particular, the 
Petition alleges that the use of ondansetron during pregnancy may result in an increased 
risk of cleft palate or other fetal and neonatal anomalies. The Petition includes citations 

8 21 CFR 20l .57(c)(9); 21 CFR 201 .80; see also 79 FR 72064 at 72095. 
9 See 79 FR 72064 at 72095. 

Io Id. 

6 

Case 1:15-md-02657-FDS   Document 1746-4   Filed 11/13/19   Page 7 of 21



Docket No. FDA-2013-P-0048 

to a number of studies and case reports. We discuss these points below. We then 
describe additional clinical and other information we reviewed, discuss our analysis of 
this information, and provide our conclusions. For the reasons discussed below, we deny 
the requests. 

a. Studies Cited in the Petition (or separately submitted by the Petitioner) 

The Petition references one case-control study, four cohort studies, and one case series in 
support of the request to reclassify ondansetron into a different pregnancy category. The 
Petition also references a preclinical risk evaluation that was submitted in support of the 
initial approval of ondansetron. The Petition expresses a specific concern about the 
potential for increased risk of cleft palate in neonates exposed to ondansetron in the first 
trimester of pregnancy, based on the findings ofthe single case-control study. We 
discuss each of these studies below. 

Case control study (1 study) 

A case-control study authored by Anderka et al.11 and based on data from the National 
Birth Defects Prevention Study (NBDPS) has reported birth defects associated with 
exposure to ondansetron during pregnancy. The authors analyzed data on the most 
common non-cardiac defects (non-syndromic cleft lip with or without cleft palate, cleft 
palate alone, neural tube defects, and hypospadias (an anomaly of the male urethra)) from 
the NBDPS from 1997 to 2004. During the study period, 22,381 women participated in 
the NBDPS and 75 different medications and a number of herbal products were reported 
as treatment for NVP. In all, 4,524 cases of birth defects of interest were compared to 
5,859 controls for association with NVP or its treatment in the first trimester. The 
authors reported that exposure to ondansetron was associated with a statistically 
significant 2.3-fold increase in the risk of cleft palate alone, but not of cleft lip with or 
without cleft palate, neural tube defects, or hypospadias. 

One limitation to the case-control study by Anderka et al. is the potential for recall bias, 
which may arise if women who delivered infants with birth defects recall their exposure 
to ondansetron differently from women who delivered infants without birth defects. 
However, the limitation of most concern in this study is the possibility of a chance 
finding. According to the authors, approximately 70 comparisons between mothers with 
NVP who were and were not exposed to various medications were tested for statistical 
significance. For that number of comparisons (70), 3 to 4 comparisons are expected to 
achieve statistical significance by chance alone. The authors reported statistically 
significant associations between drug exposure and fetal anomalies for just three 

11 Anderka M, Mitchell AA, Louik C, Werler MM, Hemandez-Diaz S, Rasmussen SA, et al., "Medications 
Used to Treat Nausea and Vomiting of Pregnancy and the Risk of Selected Birth Defects." Birth Def ects 
Res A Clin Mol Teratol. 2012 Jan; 94(1):22-30. Epub 2011 Nov 19. 
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comparisons, including ondansetron. 12 The authors concluded that these positive 
associations reported in the study, which "could be chance findings," warrant further 
investigation. 1 Moreover, the authors noted that the medication exposure categories 
were not mutually exclusive (i .e., pregnant women taking ondansetron might also have 
been exposed to one or more other anti-NVP treatments). 14 Thus, the association of risk 
with certain drugs may reflect confounding by other factors for which the authors did not 
control, including other potentially teratogenic medication use or genetic factors. 

Cohort studies (4 studies) 

1. Pasternak et al. 

Pasternak et al. 15 recently published results of a registry-based retrospective cohort study 
that evaluated adverse pregnancy and fetal outcomes associated with ondansetron 
exposure. This study relied on a historical cohort of 608,385 pregnancies from the 
Medical Birth Registry and the National Patient Register in Denmark between 2004 and 
2011 and compared spontaneous abortion (miscarriage) (7 - 22 weeks), stillbirth (week 7 
- birth), any major birth defect (first trimester), preterm delivery(< 37 weeks), and 
infants of low birth weight(< 2,500 grams) and small for gestational age (<lOth 
percentile of gestational-age specific birth weights in cohort) between ondansetron­
exposed and unexposed pregnancies. Of the entire cohort, 1,970 women (0.3%) received 
ondansetron during pregnancy (1 ,233 during the first trimester). These ondansetron­
exposed women were matched in a ratio of 1 :4 to unexposed pregnant women. The first 
prescription was filled at a median of70 gestational days (approximately 10 weeks 
gestation) and the median number of doses per pregnancy was 30. Among ondansetron­
exposed women, over half were hospitalized for NVP, including HG, and almost half 
received another antiemetic. 

The authors concluded that ondansetron use in prelfnancy did not confer an increased risk 
of adverse pregnancy or fetal outcomes of interest. 6 Among the 1,233 pregnancies 
exposed to ondansetron in the first trimester, 3% of the infants had a major birth defect 

12 The three positive associations between drug exposure and birth defects reported in the study included 
exposure to ondansetron, proton pump inhibitors, and corticosteroids. See Anderka et al., supra note 11 . 
13 Anderka et al., supra note 11, at 22, 29. 
14 See e.g., Anderka et al., supra note II , at 26-27, Tables 3 and 4, note "a" (stating that medication 
exposure includes medications "[u]sed alone or in combination with other agents; categories are not 
mutually exclusive"). 
15 Pasternak B, Svanstrom H, and Hviid A. "Ondansetron in Pregnancy and Risk of Adverse Fetal 
Outcomes." N Eng/ J Med2013 ;368:814-23. 
16 The authors ofthis large study noted, " . .. we found that exposure to ondansetron in pregnancy was not 
associated with a significant increase in the risk of spontaneous abortion, stillbirth, any major birth defect, 
preterm delivery, or infants born with low birth weight or born small for gestational age." Id. at 823. We 
note that the "major birth defects" included, in addition to cleft palate and other conditions, cardiovascular 
malformations. ld. at Supplemental Appendix, Table S9. 
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compared to 3% of infants born to unexposed mothers. There were no cases of cleft 
palate among infants exposed to ondansetron in utero. The authors report 3 cases of cleft 
lip with or without cleft palate in the exposed cohort (0.24%) and 11 cases in the 
unexposed cohort (0.22%). Given the absence of cases of cleft palate alone and the small 
number of cleft lip (with or without cleft palate) cases, no measures of association were 
calculated for either defect. 17 

2. Einarson et al. 

A prospective cohort study18 from Canadian and Australian teratology information 
services examined the safety of ondansetron use in pregnancy among infants born to 
three groups of pregnant women. Each group enrolled 176 women: the first group was 
exposed to ondansetron, the second group to other antiemetics (Diclectin, 19 

metochlopramide, phenothiazines, and ginger), and the third group consisted of women 
who were either exposed to no medications or only to drugs the authors considered to "be 
safe in pregnancy." All women in the ondansetron exposure group received medication 
in the first trimester of pregnancy, mostly between 5 and 9 gestational weeks?0 No 
statistically significant differences were found among the three groups regarding live 
births, miscarriages, stillbirths, therapeutic abortions, major malformations, birth weight, 
or gestational age at birth?1 We note, however, that the study was of limited size and 
statistical power (the study had 80% power to detect a 3.5-fold increase in major 
congenital malformations). Also, study enrollment was voluntary, and the comparability 
of ondansetron-exposed pregnant women who ultimately decided to enroll to the general 
population of ondansetron-exposed pregnant women is unknown. 

17 One of the most significant limitations of any observational study is confounding (either by indication or 
by other data confounders and variables, such as small sample size, recall bias, possibility of a chance 
fmding, and other data and method limitations). For this study, unmeasured or residual confounding may 
have impacted the overall results from Pasternak et al, but this issue was considered by the researchers with 
the conclusion that any magnitude change in the risk estimate would be minimal (see, e.g., discussion of 
modeling the effect of a hypothetical unmeasured confounder that might mask a true risk (Pasternak et al., 
supra note 15, at 822 and Supplementary Appendix Table 12), and discussion of post hoc analyses 
categorizing women according to whether they filled one prescription or two or more prescriptions for 
ondansetron (ld. at 818). Also, the confounding arises when comparing one cohort to another. Since there 
were no exposed cases of cleft palate, such a comparison could not be made. 
18 Einarson A, Maltepe C, Navioz Y, et al. "The safety of ondansetron for nausea and vomiting of 
pregnancy: a prospective comparative study." BJOG 2004; Ill :940-943. 
19 Diclectin is the pyridoxine/doxylamine drug product available in Canada. At the time of this study 
Diclegis (NDA 021876, held by Duchesnay), a recently-approved pyridoxine/doxylamine drug product, 
had not yet been approved by FDA for use in the United States. 
20 Einarson et al., supra note 18 at 941. 
2 1 ld. at 942. 
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3. Asker et al. 

A retrospective cohort study by Asker et al.22 examined pregnancy outcomes based on 
data obtained from the Swedish Medical Birth Register between 1995 and 2002. The 
study compared outcomes of women using antiemetics during pregnancy, including 
ondansetron, with all women giving birth during the study period. Of 665,572 pregnant 
women, 45 pregnant women were treated with ondansetron, with 21 women receiving 
ondansetron during only the first trimester, 12 during only the second to third trimesters, 
and another 12 throughout pregnancy (first through third trimesters). There were no 
reports of any major birth defects among these 45 women. This study was limited in its 
small sample size of pregnant women exposed to ondansetron and scant data on timing, 
dose, and duration of exposure to ondansetron. 

In summary, the four cohort studies cited in the Petition or submitted separately by the 
Petitioner did not identify an increased risk of adverse pregnancy or fetal outcomes. 23 

The results from the Pasternak et al. study, which is one of the largest to date on 
ondansetron exposure in pregnant women (1 ,970 women with ondansetron exposure 
during early pregnancy), provide some assurance regarding the fetal safety of antenatal 
ondansetron exposure. Specifically, the study did not identify anr, cases of cleft palate 
among the 1,233 neonates exposed to first trimester ondansetron. 4 In addition to the 
large size of the Pasternak study, in general, cohort studies by their design have fewer 
biases and confounders than case-control studies, and the cohort study by Pasternak et al. 
likely has fewer biases than the case-control study by Anderka et al. that supports the 
Petitioner's claims. 

4. Danielsson et al. 

A recent retrospective cohort study by Danielsson et al.25 used data from the Swedish 
Medical Birth Register collected between 1998 and 2012 to assess a potential association 
between ondansetron use during pregnancy and a risk of congenital malformations in the 
infant. (An earlier analysis of this data that included births from 1995-2002 was 
published by Asker et al . and is briefly reviewed above (see section II.A.1 .a.)). Of 
approximately 1.5 million births during the study period, there were 1 ,349 infants 

22 Asker C, Norstedt W, Kallen B. "Use of antiemetic drugs during pregnancy in Sweden." Eur J Clin 
Pharmacol. 2005 Dec; 61 (12):899-906. 
23 See section II.A.b., below, for a discussion of a cohort study by Danielsson et al., cited in a third party 
comment to the docket, which the authors state may indicate an association between antenatal ondansetron 
use and infant cardiovascular malformations. 
24 Pasternak et al. , supra note 15 at 820. 
25 Danielsson B, Wikner BN, Kallen B. "Use of ondansetron during pregnancy and congenital 
malformations in the infant." Reprod Toxico/2014 50:134-137. 
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exposed to ondansetron during "early pregnancy."26 The authors report statistically 
significant increased associations for ondansetron exposure in early pregnancy and 
cardiovascular malformations and septal malformations (a type of cardiovascular 
malformation). The authors do not clearly describe the comparison group?7 

Of the 1,349 infants exposed to ondansetron in early pregnancy, the only malformations 
occurring more than once in the study were ventricular septum malformations, ventricular 
and atrium septum defects, and hypospadias. The authors note that 1 7 of the 19 
cardiovascular malformations observed in the study were ventricular and/or septal 
defects. In addition to noting possible confounders and other limitations, the authors note 
that the clinical significance of the increased reported for atrial/seratal defects is unknown, 
and that "detailed clinical information on these cases is missing." 8 Minor atrial/septal 
defects are common, are often subclinical, and may resolve without intervention.29 

Previous published studies have not reported increased associations between ondansetron 
use in early pregnancy and atrial and/or septal cardiovascular malformations,30 and the 
signal for cardiovascular malformations reported by Danielsson et al. may or may not be 
causal. 

26 The tenn "early pregnancy" was not defined by the authors. For purposes of our review, we assumed 
that "early pregnancy" was the first 12 weeks from the last menstrual period (based on infonnation in the 
manuscript's Table 1 ). Supra note 25 at Table 1. 
27 While data from the Asker et al. study as well as the statistical methods in the current study indirectly 
suggest the control population consisted of the entire population of births during the study period, because 
the actual composition of the comparison group is not described, we had to make an assumption regarding 
the group for purposes of our review of the study methodology and conclusions. 
28 Supra note 25 at 137. 
29 Hoffman JIE, Kaplan S. The incidence of congenital heart disease. J Am Coli Cardiol 2002; 39: 1890-
1900 . . 
3° Comments submitted in support of the Petition and the September 14, 2015 supplement to the Petition 
included copies of or references to two abstracts of unpublished data from a cohort study, which the 
abstract authors state might indicate an increased risk of cardiac congenital anomalies related to antenatal 
ondansetron use. Both abstracts used data from the same Danish registry sources as used in the study by 
Pasternak et al. See Andersen JT, et al. , "Ondansetron Use in Early Pregnancy and the Risk of Congenital 
Malfonnations - A Register Based Nationwide Cohort Study," International Society ofPharmaco­
epidemiology, Montreal, Canada; 2013, Abstract 25, Pregnancy Session I and Andersen JT, et al., 
"Ondansetron Use In Early Pregnancy And The Risk Of Congenital Malfonnations - A Register Based 
Nationwide Cohort Study," 
http://www.acog.org/-/media/Districts/District"/o20IIIPDFs/Ondansetron Use 031514 eNewsletter.pdf. 
FDA staff reviewed and considered these abstracts, but detennined there was insufficient infonnation to 
meaningfully interpret the abstract results. As of October 9, 2015, the Petitioner and commenters have not 
provided, and FDA has not found in the literature, reviewable published study data regarding these 
abstracts. 
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Retrospective case series (1 case series) 

In a retrospective case series covering 2002 to 2011, Ferreira et al.31 described outcomes 
in 14 pregnant women who were treated with ondansetron for HG. No fetal anomalies 
attributable to ondansetron use were reported. 32 

Preclinical safety evaluation 

In 1989, Tucker et al. published the results of a preclinical safety evaluation of 
ondansetron.33 This evaluation was submitted in support ofthe 1991 approval ofZofran, 
and certain information from it is included in labeling for Zofran drug products.34 

The reproduction studies conducted as part of the safety evaluation are relevant to this 
Petition. Tucker et al. described results from reproduction studies performed in pregnant 
rats and rabbits given ondansetron IV doses up to 4 mg/kg per day, which is 
approximately 1.5 to 3 times the recommended human IV dose of 0.15 mglk:g given three 
times daily. These studies did not show any evidence of impaired fertility or harm to the 
fetus due to ondansetron. Ondansetron was classified as pregnancy category B based on 
these negative findings (but was appropriately not classified as pregnancy category A35 

because of a lack of adequate and well-controlled studies in pregnant women confirming 
these findings during human use of the drug product). 

b. Additional Information Reviewed by FDA 

In addition to reviewing the studies cited in the Petition,36 supplements, and third-party 
submissions to the docket,37 we also performed an independent search of the published 
medical and scientific literature. This search did not yield any additional human studies 
about ondansetron exposure and adverse pregnancy, fetal, or neonatal outcomes. 

31 Ferreira E, Gillet M, Lelievre J, Bussieres JF. "Ondansetron use during pregnancy: a case series." J 
Popu/ Ther C/in Pharmaco/. 2012; 19(1); el-elO. 
32 Id. at e8. 
33 Tucker ML, Jackson MR, Scales MD, Spurling NW, Tweats DJ, Capel-Edwards K. "Ondansetron: pre­
clinical safety evaluation." Eur J Cancer C/in Onco/. 1989; Suppl I: S79-93. 
34 See, e.g., labeling approved for Zofran injection on September 18, 2014, at Section 8.1 (Pregnancy), 
hffil://www .accessdata.fda. gov/drugsatfda docs/labeV20 14/020007s046lbl.pdf. 
35 The regulations in effect when the Petition was submitted in 20 13 specified the following criteria for a 
pregnancy risk Category A designation: "adequate and well-controlled studies in pregnant women have 
failed to demonstrate a risk to the fetus in the first trimester of pregnancy (and there is no evidence of risk 
in later trimesters)" (21 CFR 20 1.57( c)(9)(i)(A)(1) and 20 l.80(t)(6)(i)(a)). 

36 While all studies cited in the Petition were reviewed, this response does not include separate discussion 
of each study. All were considered by FDA and included as part of the totality of the evidence reviewed in 
connection with the Petition, but not all were considered integral to the discussion in this response. 
37 These include 13 submissions, which are listed in note 2, above. The submissions may be viewed online 
at www.regulations.gov (Docket No. FDA-2013-P-0048). 
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c. Analysis and Conclusions 

In summary, of all the studies, case reports, and other data we reviewed, only two studies 
(the case-control study by Anderka et al. discussed on pp. 7-8, above, and the 
retrospective cohort study by Danielsson et al. discussed on pp. 10-11 , above) provided 
information that suggests adverse outcomes for the pregnant woman, fetus, or neonate. 38 

The Anderka et al. study has methodological limitations; its finding of a modest positive 
association between cleft palate and ondansetron exposure may be a chance finding; and 
the association has not been observed in other published studies.39 The Danielsson et al. 
study also has methodological limitations, a modest positive association between 
cardiovascular malformations and ondansetron that may be due to non-causal factors, and 
an association not observed in other published studies. 40 Indeed, a recent observational 
cohort study from Denmark (Pasternak et al.), a large study on the safety of ondansetron 
in pregnancy, contradicts the findings in the Anderka et al. study with regard to an 
association between ondansetron use during pregnancy and cleft palate, as well as finding 
no association between ondansetron use and a panel of "major birth defects" including, 
but not limited to, cardiovascular malformations. 41 While the Pasternak et al. study also 
has some methodological limitations, the authors did not detect any increased risk to the 
fetus. Furthermore, the study did not identify a single ondansetron-exposed cleft palate 
case, suggesting a lack of association. 

All these studies suffer from various methodologicallimitations42 that preclude definitive 
conclusions about the safety of ondansetron use in pregnancy. The available evidence is 
not sufficient to conclude that there is an increased risk of birth defects, including cleft 
palate, among fetuses exposed to ondansetron. Moreover, the additional information we 
reviewed (e.g., results of an independent literature search and adverse event reports) does 
not provide evidence of a safety concern related to the use of ondansetron during 
pregnancy. When reviewed together, the totality of the available data does not support a 
determination that there is an increased risk of fetal adverse outcomes, including cleft 
palate, among fetuses exposed to ondansetron, because none of the other published 
studies corroborate the findings in the Anderka et al. or Danielsson, et al. studies. While 
a potential association between ondansetron use during pregnancy and cardiovascular 
malformations warrants continued vigilance, given the limitations of the Danielsson 
study, as well as the lack of consistent evidence for cardiovascular teratogenicity, the 
study does not support a change in pregnancy risk category at this time for those products 

38 Please also see note 30, above (discussing abstracts of unpublished data from a cohort study that the 
abstract authors state might indicate a risk of congenital anomalies related to antenatal ondansetron use). 
39 See discussion of the Anderka study on pp. 7-8, above. 
40 See discussion ofthe Danielsson study on pp. 10-11 , above; see also note 30, above. 
41 Supra note 15. 
42 For example, small sample size, data confounders, recall bias, possibility of a chance fmding, and other 
data and method limitations. 
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for which the labeling has not yet been revised consistent with the Pregnancy and 
Lactation Labeling Rule. For products for which the labeling is currently undergoing 
revision to be consistent with the new rule, the data reviewed do not provide sufficient 
evidence to support changes to the "Pregnancy" and "Lactation" (formerly ''Nursing 
Mothers") label subsections at this time. 

Thus, we find that the available data are not sufficient to conclude that there is a safety 
concern with regard to the use of ondansetron during pregnancy that would warrant 
changes at this time to the pregnancy risk category (for labeling that has not yet been 
revised consistent with the Pregnancy and Lactation Labeling Rule), or to the 
"Pregnancy" or "Lactation" subsections in labeling that is being revised consistent with 
the new rule. 

2. Risks to the Pregnant Patient 

In addition to concerns regarding potential teratogenic risks to the fetus and neonate 
posed by ondansetron use during pregnancy, the Petition also raises concerns regarding 
risks specific to the pregnant woman. 

a. Vision Loss 

The first supplement to the Petition is a case report of one pre~nant woman who 
experienced vision loss while being treated with ondansetron. 3 We reviewed the case 
report as well as other literature and adverse event reports from the FDA Adverse Event 
Reporting System (F AERS) database, in order to identify cases of vision loss related to 
ondansetron. F AERS is a computerized information database designed to support FDA's 
post-marketing safety surveillance program for all approved drug and therapeutic 
biologic products. 44 FDA requires sponsors of prescription products, including sponsors 
of ondansetron products, to report adverse events associated with their drug products.45 

In addition, individual health care providers and their patients are encouraged to 
voluntarily report serious adverse events to FDA. 46 Transient blindness and blurred 
vision are labeled as potential adverse reactions for any patient using ondansetron 

43 Davis, F, et al., "The Case Files: Vision Loss in a Pregnant Patient," Emergency Med News; 2012. 
44 See FDA Adverse Event Reporting System (F AERS), 
http://www. fda. gov/Drugs/GuidanceComplianceRegulatorylnformation/Surveillance/ AdverseDrugEffects/ 
default.htm . 
45 See, e.g., 21 CFR part 314.80(c)(l)(i) (among other things, requiring reports to FDA within 15 calendar 
days when sponsors of prescription products become aware of information that suggests that use of the 
drug product resulted in an adverse drug experience that is both serious and unexpected ). 
46 See, e.g., MedWatch forms and other information regarding voluntary reporting by health professionals 
and consumers available at the FDA website 
(http:/ /www.fda.gov/Safety/MedWatch/HowToReport/default.htm ). 
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products.47 We did not find evidence to support a potential safety signal for vision loss in 
pregnant women treated with ondansetron (as opposed to any patient treated with 
ondansetron). 

b. Torsade de Pointes, QT Prolongation, and Use of Ondansetron 
with an Infusion Pump 

The Petition raises a number of concerns regarding certain potential adverse reactions to 
ondansetron and the use of ondansetron with an infusion pump for treatment ofNVP. In 
particular: 

• The Petition states that Torsade de Pointes and QT prolongation are of particular 
concern when ondansetron is used in pregnant women (Petition at 4) and notes 
that women with NVP may already have electrolyte imbalances. 

• The Petition states that use of a subcutaneous pump to administer ondansetron to 
pregnant women is particularly worrisome, citing a 2012 safety warning from 
FDA regarding the 32 mg IV dose of ondansetron48 to support this concern and 
further states that it is "not uncommon" for patients to receive ondansetron doses 
approaching or exceeding 32 mg per day (Petition at 4). 

• The Petition states that few obstetricians are aware of the FDA precautions and, 
therefore, are not following the safety recommendations (Petition at 4). 

We discuss each of these issues below. 

47 See, e.g., labeling approved for Zofran injection on September 18, 2014, at Section 6.2 (Postmarket 
Experience), http://www.accessdata.fda. gov/drugsatfda docs/labeV20 14/020007s0461bl.pdf . 
48 Drug Safety Communication: New information regarding QT prolongation with ondansetron (Zofran) 
(June 29, 2012), http://www.fda.gov/Drugs/DrugSafety/ucm310190.htm. The NDA sponsor announced 
immediate changes to the drug labeling to remove the 32 mg single IV dose. Id. Throughout 2012 and 
early 2013, FDA worked with brand name and generic drug sponsors on a voluntary recall of the 32 mg IV 
ondansetron product. See Drug Safety Communication: Updated information on 32 mg intravenous 
ondansetron (Zofran) dose and pre-mixed ondansetron products (December 4, 2012), 
http://www.fda.gov/Drugs/DrugSafety/ucm330049.htm. More recently, FDA published a determination 
that the 32 mg single IV dose was withdrawn for reasons of safety or effectiveness, see Federal Register 
Notice, "Determination That Ondansetron (Ondansetron Hydrochloride) Injection, USP in PL 2408 Plastic 
Container, 32 Milligrams in 50 Milliliters, Was Withdrawn From Sale for Reasons of Safety or 
Effectiveness" (80 FR 32962, June 10, 2015), and a related notice that FDA has withdrawn approval ofthe 
NDA (and four ANDAs) for that ondansetron product, see Federal Register Notice, "Baxter Healthcare 
Corporation et al.; Withdrawal of Approval of One New Drug Application and Four Abbreviated New 
Drug Applications (80 FR 32966, June 10, 2015). 
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Current Labeling Regarding Torsade de Points, QT Prolongation, and 
Electrolytes 

Both Torsade de Pointes and QT prolongation are already clearly identified on current 
ondansetron labeling as potential adverse reactions for health care providers to consider 
before treating any patient with ondansetron, whether pregnant or not. 49 The labeled 
information also includes a specific warning regarding additional monitoring 
recommended for patients with electrolyte imbalances. 5° OB/GYNs caring for pregnant 
women have access to, and should understand, this labeling. Moreover, OB/GYNs caring 
for women with NVP are likely to be especially aware of electrolyte balance concerns. 

Use of an Infusion Pump to Administer Ondansetron for NVP 

Ondansetron has not been approved to treat NVP (as noted in the Background section 
above) and no infusion pump has been cleared or approved for use in delivering 
ondansetron subcutaneously for treatment ofNVP. Thus, such delivery of ondansetron to 
treat NVP would be an unapproved use of both ondansetron and the infusion pump used 
to deliver it. 

FDA's 2012 safety communication regarding ondansetron communicated preliminary 
study results that suggested that a 32 mg single dose of intravenous ondansetron may 
affect the electrical activity of the heart by causing QT prolongation, which could 
predispose patients to develop Torsade de Pointes. In response, Zofran's sponsor 
(GlaxoSmithK.line) voluntarily removed the 32 mg single intravenous dose of Zofran 
from the market. The FDA safety communication also noted that it did not apply to the 
oral dosing regimens or to the other lower intravenous dosing regimens. 5 1 We also note 
that the FDA safety communication was related to the peak blood concentration after 
administering 32 mg in a single intravenous dose, not to 32 mg total ondansetron per day, 
which appears to be the concern raised in the Petition. In addition, under current 
labeling, the maximum amount of ondansetron (Zofran) that may be given per dose is 16 
mg (every 4 hours for a total of three doses in adults with chemotherapy-induced nausea 
and vomiting), to be administered intravenously over 15 minutes. As noted above, there 
are specific labeled warnings regarding Torsade de Points, QT prolongation, and 
electrolyte imbalances. 52 

49 See, e.g., labeling approved for Zofran injection on September 18, 2014, at "Warnings and Precautions," 
and Sections 5.2 (QT Prolongation), 17 (Patient Counseling Information), 
http://www .accessdata. fda. gov I drugsatfda docs/label/20 14/020007 s046lbl.pdf. 

so Id. at Section 5.2 (QT Prolongation)(" . . . ECG [electrocardiogram] monitoring is recommended in 
patients with electrolyte abnormalities (e.g., hypokalemia or hypomagnesemia), congestive heart failure, 
bradyarrhythmias, or patients taking other medicinal products that lead to QT prolongation). 
51 See note 49, above, Drug Safety Communication: New information regarding QT prolongation with 
ondansetron (Zofran) (stating, " [t]he new information on QT prolongation does not change any of the 
recommended oral dosing regimens for ondansetron. It also does not change the recommended lower dose 
intravenous dosing of ondansetron to prevent post-operative nausea and vomiting."). 
52 See notes 48, 50, and 51, above. 

16 

Case 1:15-md-02657-FDS   Document 1746-4   Filed 11/13/19   Page 17 of 21



Docket No. FDA-2013-P-0048 

The Petition states that it is "not uncommon" for infusion pump patients to receive 
ondansetron doses approaching or even exceeding 32 mg per day (Petition at 4). 
However, the Petition does not include sufficient data to support this statement and we 
are not independently aware of such data. 53 

In summary, our review of your Petition did not find evidence to support your concerns 
regarding treatment of pregnant women with a total dose of 32 mg of ondansetron over a 
24 hour period via infusion pump. 

OBIGYN Awareness of FDA Precautions Regarding Ondansetron Use 

The Petition states that few obstetricians are aware of FDA's cautions regarding the use 
of ondansetron (Petition at 4). However, we did not receive or find in our own research 
sufficient data to support this statement. To the contrary, given the clear risk labeling 
with regard to QT prolongation, Torsade de Pointes, and electrolyte imbalances, as well 
as the existence of professional obstetrical advisories such as the A COG Practice Bulletin 
on treatment ofNVP,54 we believe that OB/GYNs already have a significant amount of 
information available regarding these risks. Reviewing and applying such information to 
treat an individual patient is a routine part of a physician' s practice of medicine. 

Although the Petition does not address post-marketing safety surveillance, we note that in 
addition to the drug product post-marketing surveillance discussed above (see section 
2.A.2.a), FDA requires device manufacturers and device user facilities to report to us if 
they become aware of information that reasonably suggests that use of their infusion 
pump may have caused or contributed to a serious injury or death. 55 In addition, 
individual health care providers and their patients are encouraged to voluntarily notify the 
manufacturer or sponsor when they become aware of such events and to make reports to 
FDA. Such mandatory and voluntary reports provide an ongoing method to alert FDA to 
situations where an adverse outcome may have been caused by the use of an infusion 
pump to deliver ondansetron. As part of our consideration of this Petition, we reviewed 
relevant adverse event post-marketing surveillance data for ondansetron and for infusion 
pumps. As of May 1, 2015, we did not find any reports of adverse outcomes related to 
ondansetron administration to pregnant women via infusion pump. 

53 The Petition does not cite any specific source to support the statement that it is "not uncommon" for 
infusion pump patients to receive ondansetron doses approaching or even exceeding 32 mg per day. FDA 
reviewed the dosage instructions in the labeling, current practice guidelines for OB/GYNs, adverse event 
reporting for both drugs and devices, and other information. The reviewed data did not support the 
petition' s statement that patients commonly receive doses exceeding 32 mg per day. 
54 The American College of Obstetricians and Gynecologists (ACOG) Practice Bulletin, "Nausea and 
Vomiting of Pregnancy," Number 153, September 2015. 
55 See, e.g., 21 CFR part 803 Subpart E. In addition, device user facilities, including outpatient treatment 
facilities and hospitals, are required to submit reports to both FDA and the manufacturer of the device, if 
known, when they become aware that a device has or may have caused or contributed to the death of a 
patient in their facility (section 519(b) of the Act and 21 CFR part 803 Subpart C). 
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B. Petition Requests 

1. Request to Reclassify the Drug Ondansetronfrom Pregnancy Risk 
Category B to Category C, D, or X after Evaluation of "New Safety 
Information" 

The Petition requests that FDA reclassify ondansetron from pregnancy risk category B to 
category C, D, or X after consideration of new safety information (Petition at 1). We 
have considered this request, and for the reasons discussed below, we have determined 
that the Petition has not provided sufficient information to justify changing the pregnancy 
category. Additionally, as noted, the recently published Pregnancy and Lactation 
Labeling Rule requires the removal of the pregnancy categories from prescription drug 
and biological product labeling. 

We also note that, based on the available data reviewed in connection with this Petition56 

and the issues raised in the Petition, you have not provided sufficient evidence to support 
changes at this time to the new "Pregnancy" and "Lactation" (formerly ''Nursing 
Mothers") labeling subsections for ondansetron that are undergoing PLLR conversion. 
Safety evidence for ondansetron use during pregnancy consists of two large observational 
studies, supplemented by small non-interventional studies and case reports. In contrast, 
other than a single case-control study (Anderka et al.) and one recent retrospective cohort 
study (Danielsson et al.), none of the other published and reviewable sources cited in the 
Petition, supplements, and comments, or found in our own literature search, review of 
adverse event reports, and other data, found evidence of adverse pregnancy, fetal, or 
neonatal outcomes related to ondansetron use. 

Taking into consideration both the data available at the time ondansetron was approved 
and subsequent human data gathered in the post approval setting, at this time the totality 
of the data do not support a conclusion that there is an increased risk of fetal adverse 
outcomes, including birth defects such as cleft palate and cardiac ventricular and/or septal 
defects, among fetuses exposed to ondansetron. Because the new Pregnancy and 
Lactation Labeling Rule eliminates future use of the pregnancy risk categories, we have 
not discussed each category in detail. As discussed above, we believe pregnancy 
category B was the appropriate risk category for ondansetron when it was assigned and, 
to the extent that the pregnancy categories remain in the labeling for any ondansetron 
products until the Pregnancy and Lactation Labeling Rule is fully implemented, we 
believe pregnancy category B remains appropriate today. 

As the labeling for ondansetron products is updated to comply with the new content and 
format requirements of the Pregnancy and Lactation Labeling Rule, it will include 

s6 When discussing " available data" reviewed by FDA in connection with this Petition, we mean all 
materials submitted to the docket by the Petitioner, all third-party submissions to the docket, and additional 
information reviewed by FDA, including, but not limited to, post-marketing drug and device adverse event 
data, information submitted by the sponsor to support approval of the ondansetron NDA, and targeted 
searches of the published literature. 

18 

Case 1:15-md-02657-FDS   Document 1746-4   Filed 11/13/19   Page 19 of 21



Docket No. FDA-2013-P-0048 

appropriate data to describe the known risks if taken during pregnancy. 

Accordingly, this request is denied. 

2. Request to Notify OBIGYNs there is Insufficient Scientifically Acceptable 
Evidence that Ondansetron is Associated with Improved Treatment 
Outcomes and May Lead to Adverse Maternal and Fetal Events or 
Outcomes 

The Petition requests that FDA notify OB/GYNs that: (a) insufficient scientifically 
acceptable evidence has been published demonstrating safety, efficacy, or superiority of 
ondansetron over conventional treatments for NVP and (b) its use may lead to adverse 
maternal or fetal outcomes (Petition at 2). 

a. Notification Regarding Safety 

As discussed above in sections II.A.l.c, II.A.2.a-b, and II.B.l, we do not agree with the 
Petition that the available data reviewed by FDA in connection with the Petition warrant 
a conclusion that ondansetron use during pregnancy poses an increased risk of fetal or 
maternal adverse outcomes. Thus, a notification to OB/GYNs that ondansetron may lead 
to adverse maternal or fetal outcomes is not necessary and could be misleading. In 
particular, the available data do not support a conclusion that there are increased safety 
risks for the expectant mother, such as vision loss or QT prolongation (beyond the risks 
faced by any patient using ondansetron) (see section A.2), or for the fetus or neonate, 
including cleft palate (see section A.l ). 

b. Notification Regarding Efficacy 

As noted, ondansetron is not approved for treatment ofNVP, nor is there information in 
the labeling regarding ondansetron's efficacy as an NVP treatment or its relative efficacy 
as compared with other NVP treatments. 

You have not provided a basis for us to notify OB/GYNs that there are insufficient data 
on the efficacy of ondansetron for treatment ofNVP, or on its relative superiority or 
inferiority as compared with other NVP treatments. In particular, the Petition states that 
there are only a small number of studies regarding the efficacy of ondansetron in treating 
NVP or its relative efficacy for that use as compared with other NVP treatments (Petition 
at 2-3). While this may be true, ondansetron is not approved for use to treat NVP. 
Absent a compelling legal or public health concern, FDA generally does not comment on 
the number or quality of studies regarding the efficacy of a drug product for an 
unapproved use or provide notification to health care providers regarding its relative 
efficacy as compared to other drug products for such unapproved use. FDA does not 
believe that such an unusual notification is warranted in this case. 
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In summary, we believe the data we reviewed do not warrant a special notification to 
OB/GYNs regarding safety concerns related to the use of ondansetron in the treatment of 
NVP or a notification regarding insufficient efficacy data regarding such use. 

Accordingly, this request is denied. 

3. Request to Notify OB/GYNs that Promotion of Continuous Subcutaneous 
Ondansetron Pump for the Treatment of Nausea and Vomiting of 
Pregnancy is a Violation of FDA Regulations 

The Petition requests that FDA notify OB/GYNs that the "continuous subcutaneous 
ondansetron pump" may not be marketed or promoted in any way in the absence of FDA 
approval for the indication of treatment ofNVP and that such promotion is a violation of 
FDA regulations (Petition at 1 ). 

As stated in section A.2.b., above, based on the available data submitted to FDA in 
support of the Petition and information researched independently by FDA (e.g., adverse 
event data), FDA does not have reason to believe that the treatment of pregnant women 
with ondansetron via infusion pump is a safety concern warranting FDA action. 

For this reason, we deny this request. 

III. CONCLUSION 

Based on our review of the Petition, supplements, additional submissions to the docket, 
and the scientific literature, as well as our review of other pertinent data and information, 
including published literature not referenced in the Petition, supplements, or docket, and 
adverse event reporting information, we deny the requests in the Petition for the reasons 
discussed above. 

Although we have denied your requested actions, we nevertheless appreciate the 
information you provided. We will continue to monitor information regarding the use of 
ondansetron during pregnancy. As with all drug products, we will continue to engage in 
postmarketing surveillance and review other safety data regarding ondansetron and take 
any actions as appropriate. 

Sincerely, 

JanetWoodcock, ~.D. 
Director 
Center for Drug Evaluation and Research 
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