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UNITED STATESDISTRICT COURT
DISTRICT OF CONNECTICUT

CARL IGNACUINOS and PAMELA

DAVIS, on behalf of themselves and all No. 3:19-cv-672 (SRU)

others similarly situated
Plaintiffs,

V.
BOEHRINGER INGELHEIM

PHARMACEUTICALS INC.,
Defendant.

RULING ONMOTIONTO DISMISS

This purported class action seeks monetary gunddative relief for iguries caused by the
alleged deceptive design, manufacturiaugd marketing of Boehringer Ingelheim
Pharmaceuticals, Inc.’s (“Boehringepgharmaceutical drug, Combivent Respimat
(“Combivent”). Combivent is a metered dose inh#that is prescribed talleviate symptoms of
chronic obstructive pulmonary disease (“COPDQarl Ignacuinos (‘lhacuinos”) and Pamala
Davis (“Davis”) (collectively “thePlaintiffs”) allege that Boehringdalsely represdn that each
Combivent inhaler (“the Producttpntains 120 doses. The Pld#istbring a seventeen-count
class action complaint seeking damagesamnuohjunction prohibiting Boehringer from
marketing and selling the édtuct with the alleged defescand misrepresentationSee generally
Third Am. Compl. (Doc. No. 23). In addition, tRéaintiffs seek changde the Product’s design
and labeling.Id.

Boehringer moves to dismiss the Third Amded Complaint in its entirety, primarily
arguing that: (1) the Plaintiffs lacdkrticle 11l standing; and (2) thBlaintiffs’ state law claims are

preempted by federal lavseeDef's Mem. in Supp. Mot. to Bmiss (“Def's Men.”) (Doc. No.
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24-1) at 1. On September 2, 2028¢ld oral argument andak the motion under advisement.
SeeMinute Entry, Doc. No. 39.

For the following reasons, Boehringgeemotion to dismiss (doc. no. 24)gsanted.

Standard of Review

A motion to dismiss for failure to state aich pursuant to Rul22(b)(6) is designed
“merely to assess the legal feasibility of a conmplanot to assay the vught of evidence which
might be offered in support thereofRyder Energy Distrib. Corp. v. Merrill Lynch
Commodities, In¢.748 F.2d 774, 779 (2d Cir. 1984) (quoti@gisler v. Petrocelli616 F.2d
636, 639 (2d Cir. 1980)).

When deciding a motion to dismiss pursuariRtoe 12(b)(6), theourt must accept the
material facts alleged in the complaint as tdraw all reasonable infences in favor of the
plaintiff, and decide wéther it is plausible that plainfsf have a valid claim for relieAshcroft v.
Igbal, 556 U.S. 662, 67879 (2008ell Atl. Corp. v. Twombl|y550 U.S. 544, 555-56 (2007);
Leeds v. Meltz85 F.3d 51, 53 (2d Cir. 1996).

UnderTwombly “[flactual allegations mst be enough to raise ghi to relief above the
speculative level,” and assert a sawf action with enough heft show entitlement to relief and
“enough facts to state a claim to relief thgplsusible on its face.” 550 U.S. at 555, 53€e
also Igbal 556 U.S. at 679 (“[w]hile legal condions can provide the framework of a
complaint, they must be supported by factual atiega.”). The plausibility standard set forth in
TwomblyandIgbal obligates the plaintiff to “provide éhgrounds of his entitlement to relief”
through more than “labels and conclusions, andradtaic recitation of the elements of a cause
of action.” Twombly 550 U.S. at 555 (quotation marks ontite Plausibility at the pleading

stage is nonetheless distinct from probabilityd gawell-pleaded complaint may proceed even



if it strikes a savvy judge that aelyproof of [the claimpis improbable, and . . . recovery is very

remote and unlikely.”ld. at 556 (quotation marks omitted).

. Background

A. The Product

Combivent is a bronchodilator signed to provide relief tmdividuals suffering from
COPD, a chronic inflammaip lung disease that constrictsfliw to the lung’s passageways.
SeeThird Am. Compl. at T 28. By deliverirgcombination of ipr@aopium bromide and
albuterol through the Product, Combivent xela muscles in the lungs and expands air
passageways so that g#domes easier to breathe. at 1 29. The Product consists of the inhaler
equipped with a mouthpiece and a cartritlge contains the medication itseffeeDef's Mem.
at 2. Boehringer represents that each usgatuation,” of the Ryduct will deliver a set,
metered dose: “[e]ach actuation from theMBVENT RESPIMAT inhaler delivers 20 mcg
ipratropium bromide (monohydratehd 100 mcg albuterol (equieat to 120 mcg albuterol
sulfate) in 11.4 mcL of solution from the otbpiece.” Third Am. Compl. at § 33. The
recommended dose of the Product is “onelatian four times a dg not to exceed six
inhalations in 24 hours,” and each Producejsorted to contain 120 metered dosdd. at 9
35-36. In addition, Boehringer represents thatProduct “will deliver 120 puffs and last 30
days if used 1 puff [acttian] four times daily.” Id. at T 37.

In 2016, the FDA reviewed and approvedugaated version of the labeling of the
Product, including the package insert for physisjgatient information, and carton packaging,

that remains in effect todayseeDef's Mem. at 3. In a secticof the labelingentitled “Answers

1 The “Instructions for Use” provide that “[y]our inhaler contains 120 puffs (120 doses);ar ifave a sample,
your inhaler contains 60 puffs (60 doses) instead,” amd@bmbivent “will deliver 120 puffs and last 30 days if
used at 1 puff four times daily,” Ex. 1 to Third Am. Compl. (Doc. No. 23-1) at 12, 13.
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to Common Questions,” the Instructions for Useertbe possibility that “[t]he dose indicator on
the COMBIVENT RESPIMAT reduwes zero too soon” under cent@ircumstances involving

user error. Ex. 1 to Third Am. Compl. at 14.

B. The Plaintiffs’ Allegations

Ignacuinos, a Florida resident,asgong-time sufferer of COPDSeeThird Am. Compl.
at 1 22. Beginning in 2016, he was prescriGedbivent to allevia his COPD symptomdd.
Since he was first prescribed Combivent, Ignacumaiged that he was natceiving the full, or
even close to, the 120 metered ddses the Product during each ude. at { 24. Ignacuinos
began logging the total number of doses hévdd from each Combent inhaler he was
prescribed.ld. at § 45. Over the course twenty-touraters, Ignacuinos’s inhalers delivered on
average only 61 metered doses before each rdhdl@sage meter reach&i’ and automatically
locked, notwithstanding Boehringer’s represéate that each Produdelivers 120 metered
doses.Id. at T 46.

Because the Product only delivers about haHdhgertised number of doses, Ignacuinos
states that Combivent can only be useddoordance with Boehringertme puff instruction,
four times daily for approxintaly two weeks each monthd. As a result, Ignacuinos uses less
than four puffs daily so that he can preseneelifiespan of his Combivent inhaler for an entire
month, until he is prescribexhother inhaler by his health egrovider after 30 days have
lapsed.ld. Due to the Product’s alleged defects,dguinos routinely expeences bodily injury
in the form of episodes with acute diffitpbreathing because he does not have enough
medication to alleviate his COPD symptonhd. at § 48. In addition, Ignacuinos alleges that he

is deprived of the benefit of the barg each time he pays for the Produlict. at § 49.



Davis, an Indiana resident, is a COPD pdtigho was first prescribed and purchased
Combivent in 2016 to treat her COPD symptonrus.at { 23. After using approximately 30
Combivent inhalers since 2016, Davis reports ¢aah Product delivers only about 70 doses.
Id. at § 52. Because her medicatians low well in advance of the date of her next available
prescription, Davis takes less than the daityount of puffs recomended by Boehringer to
extend the lifespan of her inhaldd. at  53. Davis alleges th&lte has trouble breathing due to
the Product’s defects, which causesntal and emotional distresisl. at { 55.

The Plaintiffs note that other users of thedrct have also complad about a shortfall
in dosage.See, e.gUser Reviews & Ratings—Combivent Respimat inhalatBBMD,
https://www.webmd.com/drugs/drugrevieM@1259-Combivent+Respimat (last visited
September 16, 2020)) (“I have had continuingbems with Combivent Respimat. Itis
supposed to have 120 doses for the month but has typically not ldstechanth. Last year
2017 it averaged less than 25 days. For May and June of 2018 it barely lasts two weeks and | am
left without medication for theemainder of the month. Sometliis wrong with this product. |
have talked to the company, sémem the defective inhalers kihe problem persists.”). The
Plaintiffs further allege that “[tjhe shortfalf dosage is not due t@riance or any natural
fluctuation in the manufacturingrocess. Instead, the consisteimbrtfall is based on the random
sampling for each [Product he] receives, dertrating a common scheme to defraud users.”
Third Am. Compl. at  50.

Based on those allegations, the Plaintiftsdfthe Third Amended Complaint on behalf of
themselves and all others similarly situated. Plentiffs seek to represent “[a]ll persons who
purchased Combivent Respimat in the UnitedeStatithin the applicable limitations period,

and/or such subclasses as@uwirt may deem appropriateld. at § 74. In the alternative,



Ignacuinos seeks to represent a Florida class of Combivent purchasers and Davis seeks to
represent an Indiana class of purchas8esd.
The Plaintiffs asserts the follang claims against Boehringer:
A product liability claim under the ConneaticProduct Liability Act (“CPLA”), Conn.
Gen. Stat. 88 52-572raf seq, based on (a) manufacturing defect, (b) failure to warn, (c)
design defect, (d) negligence, (e) negligent design, (f) fraud, misrepresentation, and
concealment, (g) negligent misrepresentatijbppbreach of express warranties, and (i)
breach of implied warranties (Count I);

A statutory consumer protéan claim under the ConnecaticUnfair Practices Act
(“CUTPA”), Conn. Gen. Stat. 88 42-110gf,seq(Count Il);

Florida common law claims f@trict Liability—Manufactumg Defect (Count Ill) Strict
Liability—Failure to Warn (Count 1V); Stridtiability—Design Defect (Count V); Strict
Liability—Fraudulent Misrepresentation (Cowik); Negligent Design Defect (Count
VII); Negligent Misrepresentation (Counilj; Breach of Expess Warranties (Count
IX); and Breach of Implied Warranties (Count X);

Violations of the Florida Deceptive and Umfarade Practices Act (“FDUTPA”), Fla.
Stat. § 501.201etseq (Count XI);

Violations of the Indiana Product LiakiliAct (“IPLA”), Ind. Code 88 34-20-1-Jet seq,
based orfa) manufacturing defect, (b) failurewarn, and (c) desigdefect, (Count XII);

A breach of express warrantiesiolaunder Indiana law (Count XIlI);
A breach of implied warrantiesasin under Indiana law (Count XIV);

Violations of the Indiana Deceptive Camser Sales Act Ind. Code 88 24-5-0.%etlseq.
(Count XV);

A constructive fraud claim undéndiana law (Count XVI);

A common Law Fraud claim under either Ceanticut, Florida, or Indiana law (Count
XVIN).

Id. at {1 83-327.
The Plaintiffs also seek impctive relief in the form of‘(1) changes to the Product’s
labeling and ‘Instructions for Us& reflect the fact that it doewt live up to its unequivocal

promise that the Combivent Respitinhaler will deliver 120 meted doses; (2) a change in the



design of the Product so that itaally delivers 120 metered dosesy8) to the extent that the
Product’s design is sound, but tm@nufacturing process is coromised, improvements in the

manufacturing process.Id. at | 62.

1. Discussion

A. Standing
As a threshold matter, Boehringer argues thaRfaintiffs lack Artiée Ill standing. To

establish Article Il standing thelaintiffs must allege: “(1)an] injury-in-fact, which is a
‘concrete and particularized’ hartm a ‘legally protected interest’; (2) causation in the form of a
‘fairly traceable’ connection be®en the asserted injury-in-faantd the alleged actions of the
defendant; and (3) redressability,a non-speculative likelihood thie injury can be remedied
by the requested relief. Tweed-New Haven Airport Auth. v. To®@0 F.3d 65, 70 (2d Cir.
2019),cert. denied140 S. Ct. 2508, 206 L. Ed. 2d 463 (2020) (quoth&. Huff Asset Mgmt.
Co. v. Deloitte & Touche LL49 F.3d 100, 106-07 (2d Cir. 2008)).

First, Boehringer argues that the Plaintis/e not alleged sufficient facts to establish
that their “bodily injur[ies]—primarily in the fon of episodes where they experience acute
difficulty breathing,” are fairlytraceable to its conduct. DeRgem. at 24 (quoting Third Am.
Compl. at  13). Although tHelaintiffs allege that the Bduct does not contain 120 doses,
Boehringer asserts that there is nothing orldhel that precludes the Plaintiffs from either
obtaining additional medicine when theyn out or procuring a differemedication to treat their
COPD. See idat 25. “If [the] Plaintiffs are unable fyocure more than one [Product] or COPD
medication within 30 days, this must be attrdhié to some independenaistriction imposed by

another entity, perhaps a physicipharmacy, or insurer . . . .Jie complaint, [however], does



not identify what that independerestriction is, much less allege that it is traceable to
Boehringer.” Id.

Second, Boehringer contends that the Plainti#fiisto allege economic injuries that are
traceable to its conduct. Althougjtne Plaintiffs “assert that dly ‘experience financial injury
each time the Product fails to deliver onli20 metered doses repeesation,” Boehringer
highlights that the “Plaintiffs continued to pay [the same] amounts for several years after
allegedly discovering that [the &tuct] delivers fewer than 120 teeed doses.” Def's Mem. at
26 (citing Third. Am. Compl. at  26). As a résBoehringer argues that the Plaintiffs do not
have any “benefit of the baamn” losses, which are defineshder Connecticut law as the
“difference in value between the property attfueonveyed and the valus the property as it
would have been if there haddmn no false representatiorL.éisure Resort Tech., Inc. v. Trading
Cove Assocs277 Conn. 21, 33 (2006)).

Drawing all reasonable inferences in the Pl#sitfavor, | conclude that they plausibly
alleged a causal connectionween their physical and econonmguries and Boehringer’s
conduct. There is a reasonalniference that the alleged misrepresentations on the Product’s
label, which advise both patienand prescribers of the Prodaagecommend dosage, caused the
Plaintiffs’ injuries. Accepting those allegatioms true, Boehringersonduct exacerbated the

Plaintiffs’ COPD symptoms and caused thenpag more for their @scribed medication.

2 The definition is similar under both Florida and Indiana |&&eSoltero v. Swire Dev. Sales, 11485 F. App’x
377, 379 (11th Cir. 2012) (“[The] benefit-of-the-bargain method requires proof of the différemeen the actual
value of the property and its value had the alleged fagerding it been true.”) (internal quotations omitted);
Sanchez v. Benkig99 N.E.2d 1099, 1102 (Ind. Ct. App. 20@3)]he applicable measure of damages is the
‘benefit of the bargain’ or difference between the value of the property conveyed and thef Waduproperty as it
was warranted to be.”).



Under Boehringer’s view, the &htiffs standing is desiyed through their continued use
of the Product because they could either ask teglth care provider fa refill or use another
medication. The Third Amended Complaint, howeetearly alleges thdfthe] Plaintiffs
experience bodily injury each time the Produdsfe deliver on [Boehinger’s] representations
that it will deliver 120 metered des.” Third Am. Compl. at J 25. The continued use of the
Product may reduce a claim for damages but does not destroy staBdaustavsen v. Alcon
Labs., Inc, 903 F.3d 1, 9 (1st Cir. 2018) (“There cambereal dispute thatlaintiffs’ claim of
injury traces itself directly tthe challenged conduct. Nor caeith be any doubt that plaintiffs’
financial injury can be redressed by damages.n#ffsi therefore, havetanding to assert their
cause of action.”).

Accordingly, Ideny Boehringer’'s motion to dismiss on standing grounds.

B. Preemption

Boehringer’s also argues that the Plaintiffigite law claims badeon manufacturing and
design defects are preempted by fatlaw. “Plaintiffs misreprgentation claims are preempted
because federal law prohibits [Boehringer] froradifying the language in the label without
prior FDA approval. Federal law likewise predmplaintiffs’ product diect claims because it
prohibits [Boehringer] from physally altering Combivent wihout prior FDA approval.

Plaintiffs’ claims must thereforee dismissed in their entiretyDef's Mem. at 10. | agree.

The Supremacy Clause of the U.S. Constituéistablishes that federal law “shall be the
supreme Law of the Land . . . any Thing in the Constitution or Laws of any State to the Contrary
notwithstanding.” U.S. Const., Art. VI, cl. 2. @tefore, “[w]here statand federal law directly
conflict, state law must give wayPLIVA, Inc. v. Mensingb64 U.S. 604, 617 (2011) (internal

guotations omitted). “State andiral law conflict where it iSmpossible for a private party to



comply with both state and federal requirementsd” at 618 (quotind-reightliner Corp. v.
Myrick, 514 U.S. 280, 287 (1995)(tnote omitted).

In PLIVA, the Supreme Court heldethioctrine of “impossibity” preemption applies to
state law claims that impose additional dsitte drug manufactureadter a drug has been
approved by the FDAId. at 620. In that case, the Plaintiffsserted numerous state-law claims
alleging that drug manufactures failed to pdevadequate warning labels for generic
metoclopramide, in violation dflinnesota and Louisiana lawd. at 611. The labeling
requirements under state law were arguablyeng@manding than the FDA'’s requiremenit.
at 617. The generic drug manufacturers arghatthe Plaintiffs stte law claims were
preempted because federal law required “that gedeug labels be the same at all times as the
corresponding brand-name drug labelil” at 618 (citing 21 C.F.R§ 314.150(b)(10)). The
Court agreed, holding that it wampossible for the Manufacturets comply with both their
state-law duty to change the label and thedefal-law duty to keethe label the same.Id.

The Second Circuit iibbons v. Bristol-Myers Squibb €819 F.3d 699, 707 (2d Cir.
2019), ruled that the Food, Drug, and Cosnsefict (“FDCA”) limits a drug manufacturer’s
“ability to unilaterally changéhe labels on their productsid. A manufacturer, however, may
change a drug label on its own if the changmplies with the “changes being effected”
(“CBE") regulation, set forth i21 C.F.R. 8§ 314.70(c)(6)(iii)ld. That regulation allows drug
manufacturers to change a label without the FDgYeapproval if the cinges “add or strengthen
a contraindication, warning, precaution, or adveraetien,” or “add or strengthen an instruction
about dosage and administration tisahtended to increase thdesase of the drug product,” in

order to “reflect newl acquired information® 21 C.F.R. § 314.70(c)(6)(iii). “Because

3 Newly Acquired Information is defineak “data, analyses, or other information not previously submitted to the
Agency, which may include (but is not limited to) dataetifrom new clinical studies, reports of adverse events,
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manufacturers may unilaterallyppdate a drug’s label if the @hge complies with the CBE
regulation, a state law failure-to-warn cldinat depends on newly acquired information —
information that Defendants could have adtietheir label withouFDA approval — is not
preempted.”Gibbons 919 F.3d at 708. Therefore, “to statelam for failure-to-warn that is
not preempted by the FDCA, a plaintiff must pleadbeling deficiency that [Defendants] could
have corrected using the CBE regulatioid” (internal citation omitted) A change under the
CBE regulation must be for thmirpose of accomplishg at least one dhe five following
objectives:

(A) To add or strengthen a coaihdication, warning, precaoti, or adverse reaction for

which the evidence of a causal associatidisfses the standard for inclusion in the

labeling . . . ;

(B) To add or strengthen a statement about dhuge, dependenceyphological effect,
or overdosage;

(C) To add or strengthen an insttion about dosagend administration #t is intended
to increase the safe use of the drug product;

(D) To delete false, misleauty, or unsupported indicatiofisr use or claims for
effectiveness; or

(E) Any labeling change norrityrequiring a supplement bmission and approval prior
to distribution of the drug product that FDAesjfically requests be submitted under this
provision.

In re Celexa & Lexapro Mktg. & Sales Practices Litig79 F.3d 34, 37 (1st Cir. 2015) (quoting

21 C.F.R. § 314.70(c)(6)(iii)) (internaltations and quotations omitted).

or new analyses of previously submitted data (e.g., metasasdlif the studies, events, or analyses reveal risks of a
different type or greater severity or frequency than previously included in submisskbs.” 21 C.F.R. §
314.3(b).
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“If the Plaintiffs meet that standard, the thein shifts to the party asserting a preemption
defense to demonstrate that there is clemeece that the FDA would not have approved a
change to the [presption drug’s] label.” Gibbons 919 F.3d at 708 (internal quotations
omitted).

Here, Boehringer contends that the Plaintiiisnufacturing defeatlaims, which allege
that it violated state law by miepresenting on the Combivenbé& the true number of doses
available in each Product, are preempted bedadseal law prohibits it from changing the label
without FDA approval.SeeDef's Mem. at 11. There is riispute that Combivent and its
labeling was FDA-approved befotiee Product was brought to matk The parties disagree
about whether the Plaintiffs’ proposed chanigeske the CBE regulation, allowing Boehringer
to implement a label change without FDA grpeoval based on “newly acquired information.”
21 C.F.R. § 314.3(b).

Boehringer argues that the Pitifs have failed to plaubly allege the existence of
“newly acquired information” bsause their anecdotal allegatiare not equivalent to “new
clinical studies, repostof adverse events, or new analysieggreviously submitted data” that
may constitute “newly acquiredformation.” Def's Mem. at 14 (quoting 21 C.F.R. 8§ 314.3(b)).
An “adverse event” is defined as “any untod/anedical occurrence assated with the usef a
drug in humans whether or not considededg related.” 21 E.R. 8§ 312.32(a).

Boehringer also contends that the Plaintifigite law claims asserting a design defect are
also preempted by federal law. Under federal mgis, modifications tthe “fill volume” of a
specific drug are considered apr changes” under 21 C.F.8314.70(b)(2)(i) and “must be
submitted [to the FDA] in a priapproval supplement.” Ex. F Ref's Mot., FDA Guidance for

Industry (Doc. No. 24-7) at 9. In addition, Boiger contends that redesigning the Product to

12



adjust the amount dispensed byleactuation would constitute“major change” requiring prior
approval from the FDA because it would reguar“[c]hange]] in a drug product container
closure system that controls ttieig product delivered to a patienDef's Mem. at 31 (quoting
21 C.F.R. § 314.70(b)(2)(vi)).

In response, the Plaintiffontend that their manufacturimgd design defect claims are
not preempted because: (1) the proposedgdsmto the product invoke the CBE regulation
because their allegations are reports of adverse events; and (2) the proposed changes constitute
“minor” or “moderate” changes under 21 C.F.RR18.70(c) and (d). PlIs’ Opp. (Doc. No. 27) at
3.

First, the Plaintiffs argue #t the labeling changes theyopose are consistent with the
plain language of subsectiof@) (“To add or strengthen anstruction about dosage and
administration that is intended itacrease the safe @®f the drug productand (D) (“To delete
false, misleading, or unsupportediications for use or claimsrfeffectiveness”) of the CBE
regulation at 21 C.F.R.314.70(c)(6)(iii)(Q & (D). Id. at 4.

Second, they argue that directing Boehrimgemanufacture a Bduct that actually
conforms to its 120-metered-daspresentations constitutes only a “minor” change within the
meaning of 21 C.F.R. § 314.W)(or “moderate” changesder 21 C.F.R. § 314.70(cld. at 4—

5. Under 21 C.F.R. § 314.70(c)(2)(i), “[a] changé¢he container closarsystem that does not
affect the quality of the drug @aduct” is considered moderatkl. Similarly, “[a]n addition to a
specification or changes in the methods or cdsmtmprovide increaseassurance that the drug
substance or drug product will have the charagties of identity, strength, quality, purity, or
potency that it purports or igpresented to possess” is ddesed a “moderate” change. 21

C.F.R. § 314.70(c)(6)()).
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The Plaintiffs primarily rely othe Supreme Court’s decision\ivlyeth v. Levineg55
U.S. 555, 559 (2009), where the Court held state-law failure to wa claims were not
preempted by federal law when the drug martufac could have amendets labeling under the
CBE regulation. I'Wyeth the plaintiff filed suit after her arm was amputated as a result of
taking an injunction of Phenergald. at 558. The drug manufactusegued that her state law
claims were preempted by the FDCHl. at 558—-60. The Court disagreed, commenting that the
drug manufacturer, and not the FDA, was ultiryatesponsible for the warning label because
the manufacturer retains theldp to update a warning label under the CBE regulation.
[T]hrough many amendmentstiee FDCA and to FDA regulations, it has remained a
central premise of fedal drug regulation thahe manufacturer bears responsibility for
the content of its label at dlmes. It is charged both with crafting an adequate label and
with ensuring that its warnings remairegdate as long as the drug is on the maSes,

e.g, 21 C.F.R. § 201.80(e) (requiring a manufastwo revise its label “to include a
warning as soon as there is reasonable evideinae association of a serious hazard with

a drug”).
Id. at 570-71.

Plaintiffs also cite th@enth Circuit’s decision iitn re MDL 2700 Genentech Herceptin
(Trastuzumab) Mktg. & Sales Practice Liti§60 F.3d 1210, 1238 (10th Cir. 2020), where the
court, citingWyeth rejected a drug manufacturer’s prggion argument, @ancluding that the

evidence:

suggests that Genentech, as it continroedanufacture Heeptin, obtained and
exercised a high degree of canitover its manufacturing press, and, in turn, may have
knowingly targeted an amount of trastuzunpab vial lower tharthe 440 mg target
stated in the BLA. In othrevords, the evidence suggetitat the downward trend of the
average quantity of trastuzumab per vial wasthe result of “unavoidable deviations in
good manufacturing practice,” butstead may have been the iésfiintentional acts on
the part of Genentech.

Id. (quoting 21 C.F.R. § 201.51(Q)).
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1. The Plaintiffs’ Allegations do not Constitute “Newly Acquired Information”

| conclude that the Plaintiffs’ state law cfes are preempted by fedélaw. To avoid
preemption, the Plaintiffs must show that Boeger could have corrected the alleged labeling
discrepancy through the CBE regulatiddeeGibbons 919 F.3d at 708. To invoke the CBE
regulation, the Plaintiffs mustrovide “newly acquiré information” with the meaning of 21
C.F.R. 8 314.3(b). In this cagle Plaintiffs rely on their owself-reporting and other negative
online reviews to show that the Product dischargss than 120 doses. Those self-reports and
online reviews are, at bestgefyorts of adverse events” under 21 C.F.R. 8 314.3(b). Case law
defining what types of “reports of adverseepis” constitute “newlacquired information,”
provides that “new information must have sotlegree of scientific validity and conclusiveness
to constitute ‘newhacquired information’ undeghe CBE regulation."Roberto v. Boehringer
Ingelheim Pharm., Inc2019 WL 5068452, at *14 (Conn. Super. Ct. Sept. 11, 2019).

Under federal regulations, newly awepd information “‘must provideeasonable
evidenceof a causal association of a clinicallgmificant adverseeaction linked to a drug.” A
clinically significant adverseeaction ‘ha[s] a signifiant impact on therapeutic decision-making,
such as a risk that gotentially fatal orotherwise serious. McGrath v. Bayer HealthCare
Pharm. Inc, 393 F. Supp. 3d 161, 167 (E.D.N.Y. 20{@)oting 21 C.F.R. § 201.57(c)(6)(i))
(emphasis in original). The FDA imposes thath standard because it “recognize[s] that
exaggeration of risk, anclusion of speculativer hypothetical riskscould discourage
appropriate use of a beraal drug . . . or decrease the udekss and accessibility of important
information by diluting or obscuring it. Indeddbeling that includes #oretical hazards not

well-grounded in scientific evidence can caosmaningful risk information to lose its

significance.” Id. (quotingUtts v. Bristol-Myers Squibb Cd251 F. Supp. 3d 644, 659
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(S.D.N.Y. 2017)aff'd sub nom. Gibbons v. Bristol-Myers Squibh,®4.9 F.3d 699 (2d Cir.
2019)).

Accordingly, “reports of adverse events” stiloe scientific imature and provide
sufficient evidence that links the alleged detedhe information reporteon the drug label.
See Utts251 F. Supp. 3d at 659-60. (“By exprggselquiring that a CBE supplement only
reflect newly acquired information and ‘be basedsufficient evidence @& causal association,’
the FDA ensures ‘that scientifically accurattormation appears ithe approved labeling.”)
(quoting Supplemental Apgiations Proposing Labeling @hges for Approved Drugs,

Biologics, and Medical Daces,73 Fed. Reg. 49603, 49604 (Aug. 22, 2008)). For instance,
newly acquired information “could be an increasing body of data [aefean inherent risk with
[a certain] drug.”In re Celexa779 F.3d at 42 (citingVyeth 555 U.S. at 571).

Multiple courts within the Second Circuit have held that newly acquired information
must be scientific in nature. For exampleMaoGrath, the court considered whether a new study
that linked a drug to significametabolic disorders and kidney injury in mice constituted “newly
acquired information” under the CBE regulatidd®3 F. Supp. 3d at 169. The court ruled that it
did not, observing that “the studiyas yet to be replicated, aodly demonstrates an adverse
reaction in mice” and therefore dibt satisfy the FDA'’s standardd. at 170. InUtts, the court
analyzed nine different reports, studies, andlagisupporting the assemi that the defendant’s
drug labeling was inadequate and held that eaehfailed to constitute “newly acquired
information.” See251 F. Supp. 3dt 670 (“The article does not purport to offer new analyses of
previously submitted data. Rathit explores the limitations diie clinical data and offers
guidance to prescribing physiciaimslight of these limitatios. Accordingly, it does not

constitute newly acquired information.”) (inted citations and quotans omitted). IrGayle v.
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Pfizer Inc, 2020 WL 1685313, at *5 (S.D.N.Y. Apr. 7, 2020)e court held that 6,000 adverse
reports sent to Pfizer allegingathits drug Lipitor caused type Zathetes did not constitute newly
acquired information because the Plaintiffs offene® analysis to accorapy the reports.
Courts have also rejected the notion tadlyses based on adverse event reports—much
less the reports standing alonean constitute newly acqudaenformation . . . . Here,
Plaintiffs offer no analysis on the adverse @veports. Instead, they merely proffer the
adverse event reports by themselves to lcoiecthat Pfizer culd have updated the

Lipitor label. Under the apipable regulations and case laRlaintiffs’ argument misses
the mark.

Id. (citing Utts, 251 F. Supp. 3d at 663—-64) (internal citati@nd quotations omitted) (emphasis
in original).

Applying those principles Ine, | conclude that the &htiffs’ seff-reporting and
collection of online reviews are not “reportsaafverse events” withithe meaning of “newly
acquired information” because they are not grodridescientific research. Although Ignacuinos
and Dawvis diligently recorded their daily doseshaf Product for an extded period, there is no
suggestion that their own research was subjdotpéer-review or “well-grounded in scientific
evidence” as required by the FDA to alter egpproved label. The same is true for the
Plaintiffs’ reliance on oline consumer reviews from website suchésbMDandDrugs.com
SeeThird Am. Compl. atd. at 1 57-60. Even if the Plairisif reporting and the cited online
reviews did constitute “reports of adverse dsgrthe Plaintiffs do not provide any additional
scientific analysis to accompwathose reports or review§eeGayle 2020 WL 1685313, at *5.

Therefore] grant Boehringer's motion to dismissehPlaintiffs’ manufacturing defect

claims on preemption grounds.

4 Accordingly, the Plaintiffs’ manufacturing defect claims (Counts | and XlI in part and Céuateldismissed.
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2. The Plaintiffs’ Proposed Changes are “Major” Changes

The Plaintiffs’ design defect claims ars@lpreempted by federal law because their
proposed changes would constittigajor changes,” requiringlPA approval. The Plaintiffs
request that Boehringer manufacture or giesi Product that “actually conforms to its 120-
metered-dose representation®Is’ Opp. at 4. Although tHelaintiffs contend that any
proposed labeling, design, or manufacturing change are “at'mosigrate’ in nature under 21
C.F.R. 8 314.70(c),id. at 4-5, federal regulations defiaémoderate” change concerning a
drug dosage as “[a] change in the size and/apstof a container for a nonsterile drug product,
except for solid dosage formsithout a change in the@beled amount of drug produat from
one container closure systémanother.” 21 C.F.R. 8§ 314.6)(6)(ii) (emphasis added).
Similarly, a “minor” change is defined as “a clgarin the labeling conceing the description of
the drug product or in ghinformation about how the drug product is suppliedt does not
involve a change in the dosagiength or dosage forin 21 C.F.R. § 314.70(d)(2)(ix)
(emphasis added).

Based on the proposed changes in the Third Amended CompthmPlaintiffs requests
wouldrequire“a change in the labeled amount of'rGloivent available in each Product or
include “a change in the dosage strengt?l’C.F.R. 8 314.70(c)(6)(iif{d)(2)(ix). Such changes
are considered “major” and would requireupglemental submissiomd additional approval by
the FDA. 21 C.F.R. 8§ 314.70(bPlaintiffs are correct than “addition to a specification or

changes in the methods or cotgrtm provide increased assoca that the drug substance or

5 As discussed above, the Plaintiffs seek tdanges to the Product’s labelirgd ‘Instructions for Use’ to reflect
the fact that it does not live up to its unequivocal psenthat the Combivent Respimat inhaler will deliver 120
metered doses; (2)change in the design of the Prodsotthat it actually delivers 120 metered doses; or (3) to the
extent that the Product’s design is sound, but the faanuing process is compromised, improvements in the
manufacturing process.” Third Am. Compl. at 62 (emphasis added).
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drug product will have the characteristics of ikgnstrength, quality, purity, or potency that it
purports or is represented to possess” aredgnate” changes. 21 C.F.R. 8 314.70(c)(6)(i).
Their requests, however, involve changes ¢ldibeling on the Product (proposed change no. 1),
changes to the dosage amount (proposedgehro. 2), or changes to the design or
manufacturing processes (proposed changes2a83, which all require prior FDA approval.
SeeThird Am. Compl. at § 62.

Therefore, lgrant Boehringer’'s motion to dismiss thealitiffs’ design defect claims as

well” as claims alleging that the FDA approvelodkis inadequate, neégént, or fraudulent

V.  Conclusion
For the reasons stated abovgrdnt Boehringer’s motion to dmiss the Third Amended
Complaint (doc. no. 24). The Cleshall enter judgment in favorff the Defendant and close the
case.
So ordered.
Dated at Bridgeport, Connectictihis 23rd day of September 2020.
/s STEFAN R. UNDERHILL

Stefan R. Underhill
United States District Judge

8 Indeed, the FDA Guidance for Industypeessly states that any change to ‘théve or actuator of a metered-dose
inhaler” constitutes a “[m]ajor [c]maye” that requires prior FDA approval. Ex. E to Def's Mem., FDA Guidance
for Industry, April 2004 (Doc. No. 24-6) at 20. Likewisechange to the “fill volume of a drug product involves a
change to the specification and must be submitted iroagpproval supplement.” Ex. F to Def's Mem., FDA
Guidance for Industry, January 2001 (Doc. No. 24-7) at 9.

7 Counts | and Xl in part and Counts V and VII.

8 Those counts include each statutory consumer protection claim (Counts II, XI, and XV) as welicdual

liability and common law claims to the extent they argeblaon a theory of misreentation, fraud, or false
statement regarding the Product’s labeling (Counts | and XII in part and Count 1V, Failure to Warn under Florid
law; Count VI, Fraudulent Misrepresentation under Florida law; Count VIII, Negligent Misreprésentader
Florida law; Count IX, Breach of Express Warranties uiiderida law; Count X, Breach of Implied Warranties
under Florida law; Count XIlI, Breach of Express Warranties under Indiana law; Count X1V, Bfdagblied
Warranties under Indiana law; Count XVI, Constructive Fraud under Indiana law, ant>3dl, Common Law
Fraud under Connecticut law, or alternatiwunder Florida and Indiana law).
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