
 

UNITED STATES DISTRICT COURT 

FOR THE SOUTHERN DISTRICT OF MISSISSIPPI 

NORTHERN DIVISION 

GENBIOPRO, INC. PLAINTIFF 

 

V. CIVIL ACTION NO. 3:20-CV-00652-HTW-LGI 

DR. THOMAS DOBBS, STATE HEALTH OFFICER DEFENDANTS 

OF THE MISSISSIPPI DEPARTMENT OF HEALTH, 

IN HIS OFFICIAL CAPACITY 

 

[PROPOSED] AMENDED COMPLAINT 

 

 

Plaintiff GenBioPro, Inc. (“GBP”), by its undersigned counsel, hereby brings this 

Complaint against Defendant Dr. Thomas Dobbs, State Health Officer of the Mississippi 

Department of Health, in his official capacity and states and alleges as follows: 

I. INTRODUCTION 

1. Mississippi’s laws restricting the use of the Food and Drug Administration’s 

(“FDA”) approved drug mifepristone conflict with federal law and are therefore preempted.  The 

FDA, after exhaustive review and re-review, balanced patient safety and access in approving use 

of mifepristone for termination of early pregnancies, subject to a risk management plan known as 

a Risk Evaluation and Mitigation Strategy, or “REMS.”  First approved as a safe and effective 

medication in 2000 (with GBP’s generic version approved in April 2019), the FDA has reiterated 

that adverse events associated with mifepristone are “exceedingly rare,” and the drug is safer than 

either continuing a pregnancy (which can cause any number of health issues) or other methods for 

terminating an unwanted pregnancy. 

2. As mandated by Congress, the FDA considered whether there were any patient risks 

that should be mitigated through use of a REMS.  This consideration includes ensuring that any 
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REMS restrictions “not be unduly burdensome on patient access to the drug, considering in 

particular . . . patients who have difficulty accessing health care (such as patients in rural or 

medically underserved areas)” and should be designed to “minimize the burden on the health care 

delivery system[.]”  Federal Food, Drug & Cosmetic Act of 1938 (“FDCA”), 21 U.S.C. § 355-

1(f)(2)(C), (C)(ii), (D); 21 U.S.C. § 301.  Under that express authority granted by Congress, the 

FDA imposed restrictions on who can prescribe mifepristone, where it can be dispensed, and what 

information must be given to patients – all to ensure patient safety without unduly burdening 

access. 

3. Contrary to these federal authorities, Mississippi has instituted a near-total ban on 

medicated abortion and, in the rare circumstance in which medicated abortion is available, has 

imposed a number of additional requirements before mifepristone can be dispensed in the state.  

The ban and restrictions effectively preclude GBP from operating in Mississippi.  By obstructing 

GBP’s ability to provide and patients’ ability to obtain mifepristone, Mississippi’s laws contravene 

not only the FDA’s approval of mifepristone, but the FDA’s judgment concerning the safety and 

efficacy of mifepristone and how best to ensure patient access to mifepristone.  As an example, 

under the FDA’s regimen, a woman can receive mifepristone from a nurse practitioner (with 

certain qualifications), and then take the medication in the privacy and comfort of her own home, 

following up with her health care provider 7 to 14 days later (which need not be an in-person 

visit).  By contrast, that same woman in Mississippi is entirely prevented from receiving 

mifepristone, except in the few cases where her life is at stake or where the pregnancy was caused 

by rape and the woman has filed a formal rape charge.  And, even in those limited circumstances, 

the Mississippi woman would need to have an initial counseling and ultrasound appointment in-

person with a physician, followed by a 24-hour wait before she may receive mifepristone.  At the 
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second visit, the patient must physically ingest the mifepristone in the physician’s presence, and 

then return again to see that physician 7 to 14 days later.  Such dramatic curtailment of access to 

an FDA-approved medication contravenes federal law, and is thus unconstitutional under the 

Supremacy Clause of the United States Constitution, and is preempted.  

4. By this action, GBP seeks to provide the women of Mississippi with access to 

mifepristone as permitted by federal law, through permanent injunctive relief and declaratory 

judgment setting aside as unconstitutional Mississippi’s laws and regulations that prevent or 

restrict the administration of a drug approved by the FDA as safe and effective when used in 

accordance with the FDA’s approved label and REMS. 

II. JURISDICTION AND VENUE 

5. Jurisdiction is proper under 28 U.S.C. § 1331 because this action arises under the 

laws of the United States, and 28 U.S.C. § 2201 in that there exists between GBP and the Defendant 

an actual, justiciable controversy as to which GBP requires a declaration of its rights by this Court 

as well as permanent injunctive relief to prohibit the Defendant from violating federal laws and 

regulations protected under the United States Constitution. 

6. Venue is proper in the Southern District of Mississippi pursuant to 28 U.S.C.  

§ 1391(b) because a substantial part of the events or omissions giving rise to this action occurred 

in the District, including Defendant’s decision to implement the policies at issue in this action and 

because, upon information and belief, Defendant is located in this judicial district. 

7. GBP has standing to bring the present lawsuit because Defendant’s actions 

effectively prevent GBP from selling its product in Mississippi and have caused GBP actual injury, 

which is redressable through the specific relief requested herein.  As a pharmaceutical company 

marketing and selling mifepristone through interstate commerce pursuant to its approval by the 
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FDA, GBP’s operations fall within the zone of interests to be protected by the dormant Commerce 

Clause of the United States Constitution, as well as general federal preemption principles. 

8. This case is ripe for adjudication.  As further discussed below, the enforcement of 

Mississippi’s restrictions on the prescription and provision of mifepristone results in an ongoing 

and concrete invasion of GBP’s legally protected interests under federal law. 

9. This Court has authority to grant declaratory and injunctive relief pursuant to 

28 U.S.C. §§ 2201–2202, and the inherent equitable powers of this Court.  

10. There exists an actual and justiciable controversy between Plaintiff and Defendant 

requiring resolution by this Court.  Plaintiff has no adequate remedy at law. 

III. PARTIES 

11. Plaintiff GenBioPro, Inc. is a Nevada corporation with its principal place of 

business located at 651 Lindell Road, Suite D1041 (P.O. Box 32011), Las Vegas, Nevada, 89103.  

GBP markets and sells generic mifepristone—a drug that blocks the hormone progesterone, which 

is needed for a pregnancy to continue—for which it holds an approved Abbreviated New Drug 

Application, No. 091178. 

12. Defendant Thomas E. Dobbs III, M.D., M.P.H., is the State Health Officer of the 

Mississippi Department of Health.  Dr. Dobbs maintains an office at the Mississippi State 

Department of Health Central Office, 570 East Woodrow Wilson Drive, O-400, Jackson, 

Mississippi, 39216.  Dr. Dobbs is responsible for supervising and directing all activities of the 

Mississippi State Department of Health.  MISS. CODE ANN. §§ 41-3-5.1, 41-3-15(1)(a), (c).  Such 

activities include the licensing and regulating of abortion facilities in accordance with Mississippi 

law.  Id. § 41-75-1.  Dr. Dobbs is being sued in his official capacity.  
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IV. THE NATURE OF THE CASE 

A. What is Mifepristone? 

13. The current FDA-approved regimen for the medical termination of early pregnancy 

involves two medications:  (1) mifepristone, which interrupts early pregnancy by blocking the 

effect of progesterone, a hormone necessary to maintain a pregnancy, and (2) misoprostol, which 

causes uterine contractions that expel the pregnancy from the uterus.1  The FDA has approved the 

use of this regimen through 70 days of pregnancy with specific labeling and approved conditions 

of use under both the labeling and mifepristone REMS program.  

14. Mifepristone was first approved for the medical termination of early pregnancy in 

France and China in 1988, in the United Kingdom in 1991, in Sweden in 1992, and in numerous 

other European countries throughout the 1990s.  In 1996, a new drug application (“NDA”) was 

sponsored for mifepristone in the United States under the brand name Mifeprex, for use in 

combination with misoprostol for the medical termination of early pregnancy.  The FDA approved 

the NDA in 2000 and Danco Laboratories, L.L.C. (“Danco”) began marketing and selling 

Mifeprex in the United States in November of that year. 

15. Plaintiff GBP submitted an abbreviated new drug application (“ANDA”) for its 

product, Mifepristone tablets, a generic version of Mifeprex, to the FDA on February 3, 2009.  The 

FDA approved GBP’s ANDA on April 11, 2019.2   

 
1 U.S. FOOD & DRUG ADMIN., Mifeprex (mifepristone) Information (Dec. 16, 2021) [hereinafter Mifeprex 
(mifepristone) Information], https://www.fda.gov/drugs/postmarket-drug-safety-information-patients-and-

providers/mifeprex-mifepristone-information. 
2 U.S. FOOD & DRUG ADMIN., ANDA Approval Letter for Mifepristone Tablets, 200 mg, ANDA No. 091178 

(Apr. 11, 2019), https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2019/091178Orig1s000ltr.pdf. 
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26. Based on this review, the FDA either:  (1) approves the drug; (2) informs the 

sponsor that the drug is likely to be approved once certain deficiencies in the NDA are resolved; 

or (3) indicates that approval cannot be obtained without substantial additional data. 

27. The FDA follows a similar process in evaluating a supplemental NDA, in which a 

drug sponsor requests approval to make changes to the label of a previously approved drug or to 

market the drug for a new indication, as was done for mifepristone in 2016. 

28. Under the 1984 Hatch–Waxman Amendments to the FDCA, a company wishing to 

market the generic version of a previously approved drug may bypass the burdensome NDA 

process and obtain FDA approval to market the generic version by submitting an ANDA.  21 

U.S.C. § 355(j)(2)(A).  The ANDA process provides for the approval of a generic drug if the 

applicant can show its product’s “bioequivalence” to the earlier-approved NDA drug and show 

that its product meets both applicable product specifications and quality requirements, without 

repeating the clinical efficacy studies required for the initial NDA approval.8  21 U.S.C. 

§ 355(j)(8). 

3. The Risk Evaluation and Mitigation Strategy Statute 

29. In 2007, when Congress amended the FDCA with the FDA Amendments Act, Pub. 

L. No. 110-85, 121 Stat. 823 (2007), it added a new section, 505-1 (codified as amended at 21 

U.S.C. § 355-1), authorizing the Secretary of Health and Human Services (“HHS”), in consultation 

with the FDA’s Office of New Drugs and the Office of Surveillance and Epidemiology, to impose 

a REMS if “necessary to ensure that the benefits of the drug outweigh [its] risks . . . .”  21 U.S.C. 

 
8 At its most simply stated, bioequivalence means that the drug is comparable in “dosage form, strength, 
route of administration, quality, performance characteristics, and intended use” as the NDA drug.  U.S. 

FOOD & DRUG ADMIN., Abbreviated New Drug Application (ANDA) (Jan. 14, 2022), 

https://www.fda.gov/drugs/types-applications/abbreviated-new-drug-application-anda. 
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§ 355-1(a)(1).  Congress mandated clear and complete authority to the HHS Secretary to ensure 

FDA appropriately balances a drug’s benefits against its “serious risks” when imposing REMS 

requirements.  Id. 

30. To determine whether a REMS is necessary, the Secretary must consider six 

factors:  (1) “[t]he estimated size of the population likely to use the drug involved,” (2) “[t]he 

seriousness of the disease or condition that is to be treated with the drug,” (3) “[t]he expected 

benefit of the drug with respect to such disease or condition,” (4) “[t]he expected or actual duration 

of treatment with the drug,” (5) “[t]he seriousness of any known or potential adverse events that 

may be related to the drug and the background incidence [i.e., frequency] of such events in the 

population likely to use the drug,” and (6) “[w]hether the drug is a new molecular entity.”  21 

U.S.C. § 355-1(a)(1)(A)–(F). 

31. A REMS may include any or all of the following:  a medication guide and/or patient 

package insert; a communication plan; and elements to assure safe usage (i.e., “ETASU”), such as 

a restricted distribution scheme or special requirements for the administration of the drug.  21 

U.S.C. § 355-1(e)–(f). 

32. ETASU are the most restrictive and burdensome type of REMS.  Congress imposed 

several additional requirements to ensure that, even for drugs requiring ETASU, the FDA 

appropriately balances such a drug’s benefits against its “serious risks.”  The ETASU requirements 

must “be commensurate with the specific serious risk[s]” listed in the drug’s labeling, and may 

“not be unduly burdensome on patient access to the drug, considering in particular . . . patients 

who have difficulty accessing health care (such as patients in rural or medically underserved 

areas)[.]”  21 U.S.C. § 355-1(f)(2)(A), (C), (C)(ii).  In addition, “to the extent practicable, so as to 
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minimize the burden on the health care delivery system,” ETASU must “conform with elements 

to assure safe use for other drugs with similar, serious risks[.]”  Id. § 355-1(f)(2)(D), (D)(i).   

33. A REMS is also subject to periodic review and assessment to ensure the FDA’s 

balancing of a drug’s risks and benefits reflects the most up to date information.  See 21 U.S.C. 

§ 355-1(d).  A modification or removal of a REMS may be initiated by a “responsible person” 

(i.e., the drug’s sponsor) or by the Secretary of HHS, who may “require a responsible person to 

submit a proposed modification to the strategy.”  Id. § 355-1(g)(4)(A), (B).  In addition, the HHS 

Secretary must “periodically evaluate” the ETASU “to assess whether the elements (i) assure safe 

use of the drug; (ii) are not unduly burdensome on patient access to the drug; and (iii) to the extent 

practicable, minimize the burden on the health care delivery system[,]” id. § 355-1(f)(5)(B), and 

based on this evaluation, the FDA must modify ETASU as appropriate, id. § 355-1(f)(5)(C). 

4. The FDA Ensures Safe Use of Mifepristone Labeling and REMS 

Process 

a) The Current Mifepristone Regimen  

34. Mifepristone, as approved by the FDA, is safe.  Between 2000 and 2018, over 

3.7 million women in the United States used mifepristone to end an early pregnancy.  According 

to the FDA, this medication “has been increasingly used as its efficacy and safety have become 

well-established by both research and experience, and serious complications have proven to be 

extremely rare.”9  The FDA observed in March 2016 that serious adverse events following 

mifepristone use are “exceedingly rare” and “the numbers of these adverse events appear to be 

 
9 U.S. FOOD & DRUG ADMIN., CTR. FOR DRUG EVALUATION & RSCH., Application Number: 
020687Orig1s020: Medical Review(s) 12 (Mar. 29, 2016) [hereinafter 2016 Medical Review] (citation 

omitted) (attached hereto as Exhibit A), also available at 
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/020687Orig1s020MedR.pdf. 
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stable or decreased over time.”10  The risks of using mifepristone are estimated to be fourteen times 

lower than the risks women face by carrying a pregnancy to term.  

35. The FDA’s April 11, 2019 approval of GBP’s ANDA reflects the FDA’s 

determination that GBP’s product, Mifepristone tablets, 200 mg, is therapeutically equivalent to 

Mifeprex and can be safely substituted for Mifeprex.  Like Mifeprex, the approved generic product 

is indicated for the medical termination of intrauterine pregnancy through 70 days gestation.  

GBP’s Mifepristone tablets are subject to the same requirements and restrictions as Mifeprex, 

including the current label and REMS, and can be safely substituted for Mifeprex.11 

36. Under the FDA-approved mifepristone/misoprostol regimen, only a certified 

healthcare provider may prescribe Mifepristone tablets, but the provider need not prescribe the 

medication in-person.12  After prescription, on Day One, a patient initiates a medicated abortion 

by taking one 200 mg tablet of mifepristone in a single oral dose.  Then, 24 to 48 hours later, she 

takes four 200 mcg tablets of misoprostol buccally (i.e., by placing in the area between the cheek 

and the gums).  The FDA label does not specify where a patient should be located when she takes 

either doses of medication.  Most patients will expel the pregnancy within 2 to 24 hours after taking 

the misoprostol.  A patient is instructed to follow up with her health care provider approximately 

7 to 14 days later to confirm that the termination of the pregnancy was successful, but the FDA 

label does not require that this follow-up evaluation occur in-person. 

 
10 Id. at 47. 

11 GBP’s Mifepristone tablets are the only generic, FDA-approved medication for pregnancy termination. 

12 Although not yet formalized in the REMS for mifepristone, in April 2021, the FDA announced that it 

would no longer enforce the requirement that mifepristone be dispensed in-person.  In December 2021, the 

FDA confirmed that the forthcoming revised mifepristone REMS will formally eliminate the in-person 

requirement.  See U.S. FOOD & DRUG ADMIN., Questions and Answers on Mifeprex (Dec. 16, 2021) 

[hereinafter Questions and Answers on Mifeprex], https://www.fda.gov/drugs/postmarket-drug-safety-

information-patients-and-providers/questions-and-answers-mifeprex.  
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37. Under the current REMS (which applies to both the brand name Mifeprex and 

Plaintiff GBP’s generic Mifepristone tablets): 

a. Mifepristone must be ordered, prescribed and dispensed by or under the supervision 

of a healthcare provider who prescribes and who meets certain qualifications;13  

b. Healthcare providers who wish to prescribe Mifepristone must complete a 

Prescriber Agreement Form attesting to their qualifications prior to ordering and 

dispensing Mifepristone; 

c. Mifepristone may only be dispensed in clinics, medical offices, and hospitals by or 

under the supervision of a certified healthcare provider;14 

d. The healthcare provider must obtain a signed Patient Agreement Form before 

dispensing Mifepristone, give the patient a copy, and keep a copy of the signed 

agreement in the patient’s chart; 

e. Healthcare providers who prescribe Mifepristone are required under FDA 

regulations to provide the patient with a copy of the Mifepristone Medication Guide 

(FDA-approved information for patients).15 

38. In essence, the existing REMS requirements for mifepristone fall into three general 

categories:  (1) prescribers: the restrictions that only certified healthcare providers may prescribe 

the medication; (2) safe use: restrictions on how the medication should be dispensed and 

administered to patients and the conditions required to address safety issues; and (3) informed 

consent: what information patients should receive about the risks of taking the medication.  The 

mifepristone REMS program also imposes certain requirements for tracking distribution of the 

 
13 In connection with removing the in-person dispensing requirement, the FDA announced that the 

forthcoming revised REMS will only require that mifepristone be “prescribed by or under the supervision 
of a certified healthcare provider who meets certain qualifications.”  See supra note 1, Mifeprex 
(mifepristone) Information.  

14 Though the current REMS specify that mifepristone may only be dispensed in certain healthcare settings, 

in accordance with its April 2021 Notice of Enforcement Discretion (discussed infra Section IV(B)(4)(d)), 

the FDA now allows mifepristone to be dispensed directly by pharmacies and through the mail.  See supra 
note 1, Mifeprex (mifepristone) Information. 

15 U.S. FOOD & DRUG ADMIN., CTR. FOR DRUG EVALUATION & RSCH., NDA 020687 Mifeprex 
(mifepristone) Tablets, 200 mg, Antiprogestational Synthetic Steroid: Risk Evaluation and Mitigation 
Strategy (REMS) (Mar. 29, 2016) (attached hereto as Exhibit B), also available at 
https://www.accessdata.fda.gov/drugsatfda_docs/rems/Mifeprex_2016-03-29_REMS_full.pdf. 
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medication, confidentiality provisions for prescribers and patients, and recording and reporting 

adverse events, if any.  The FDA has determined that these REMS requirements sufficiently 

mitigate the risks of mifepristone so as to ensure the medication’s benefits outweigh its risks.  

b) Procedural History of Mifepristone REMS 

39. In September 2000, when the FDA granted final marketing approval for 

mifepristone, in combination with misoprostol, for the termination of pregnancy up to 49 days, the 

FDA approved the medication under Subpart H (which provides for accelerated approval), and 

imposed ETASU—a restricted distribution system—as a condition of approval.   

40. Pursuant to the 2007 FDA Amendments Act establishing the REMS program, in 

March 2008 the FDA deemed mifepristone as having a REMS in effect because it already had 

ETASU in place under Subpart H, and mifepristone continued to be distributed subject to the same 

restrictions under which it was originally approved.   

41. After subsequent review, the FDA issued a new REMS for mifepristone in 2011, 

which incorporated the same restrictions in place when the medication was initially approved:  (i) 

a Medication Guide to be dispensed with each prescription; (ii) three types of ETASU (A, C, D – 

discussed below); (iii) an implementation system governing where the medication may be shipped 

and requirements for maintaining confidential records tracking shipments, proof of delivery, etc.; 

and (iv) requiring the sponsor to submit a REMS assessment to the FDA one year following initial 

approval and every three years thereafter. 

42. The specific ETASU imposed for mifepristone under the 2008 and 2011 

modifications to the mifepristone REMS program provided detailed requirements governing who 

may prescribe and purchase the medication.   

43. ETASU A restricted those who may prescribe mifepristone to Certified Prescribers 

who executed a Prescriber’s Agreement agreeing to meet certain qualifications and to follow the 

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 14 of 339



15 

 

guidelines outlined therein.  Under the 2008 and 2011 REMS, certified prescribers were required 

to be physicians with the ability to date a pregnancy and diagnose an ectopic pregnancy; who had 

made plans for a patient to receive follow-up abortion care in cases of incomplete abortion or 

severe bleeding, and ensured a patient’s access to medical facilities equipped to provide blood 

transfusions and resuscitation, if necessary; and had read and understood the prescribing 

information for the medication.  In addition, the prescriber agreed to provide the patient with the 

Medication Guide and Patient Agreement, gave the patient an opportunity to read and discuss 

them, obtained her signature, and then signed it himself or herself; notified the manufacturer of 

any cases of incomplete abortion, hospitalization, transfusion, or other serious event; and recorded 

the unique serial number on each package of Mifeprex in each patient’s record. 

44. ETASU C restricted where a patient may receive mifepristone.  The medication 

could only be dispensed in certain health care settings, specifically clinics, medical offices, and 

hospitals, by or under the supervision of a prescriber certified under ETASU A; it could not be 

dispensed through retail pharmacies or sold over the internet. 

45. ETASU D ensures that patients prescribed mifepristone receive, and certify that 

they have received, specific safety information about the medication.  Mifepristone may only be 

dispensed to a patient who has completed and signed a Patient Agreement form, a copy of which 

must be placed in her medical record, and been provided a copy of the FDA-required Medication 

Guide. 

c) The 2016 Mifepristone Labeling and REMS Revisions 

46. Initiated in 2015 and completed in 2016, the FDA conducted a lengthy review of 

the mifepristone label and REMS.  As part of that review, the FDA assembled a number of internal 

teams to evaluate safety monitoring data collected through the REMS program and additional 

medical and clinical research on mifepristone.  
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47. As a result of this review and based on the growing body of evidence about the 

safety of mifepristone, the FDA revised the label to reduce the recommended dosage from three 

200 mg tablets to one 200 mg tablet and removed the requirement that a patient’s follow-up 

assessment within 7 to 14 days after taking the medication be an in-person examination. 

48. The FDA also approved two changes regarding where the patient ingests the 

mifepristone and misoprostol.  First, the label no longer requires that a patient take the mifepristone 

and misoprostol “at [her] provider’s office,” or under direct observation by a health care provider.16  

The label advises the healthcare provider to “discuss with the patient an appropriate location for 

her to be when she takes the misoprostol, taking into account that expulsion could begin within 2 

hours of administration.”17  The change in this requirement was significant:  it allowed a patient to 

self-administer both medications in the location of her choosing and reflected the FDA’s 

determination that direct observation of medication ingestion by a medical professional was not 

necessary to ensure patient safety. 

49. Second, the new label clarified that mifepristone is safe for use through 70 days of 

pregnancy (rather than the previous 49).18  The FDA’s 2016 Medical Review concluded that, based 

on the available scientific evidence, “[m]edical termination of pregnancies through 70 days 

gestation is safe and effective and should be approved.”19 

50. As part of its 2016 labeling revision, the FDA also undertook to “assess[] the 

current REMS program to determine whether each Mifeprex REMS element remains necessary to 

 
16 Mifeprex Medication Guide (Mar. 2016) (attached hereto as Exhibit C), also available at 
https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/020687s020lbl.pdf. 

17 Id. at 3.  

18 Id. at 2. 

19 See supra note 9, Ex. A (2016 Medical Review) at 21.  
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ensure that the drug’s benefits outweigh the risks.”20  This assessment was conducted by a 

multidisciplinary reviewing team and reviewed by the Commissioner of the FDA, who gave 

specific feedback on proposed changes to the Mifepristone REMS.21 

51. The FDA’s justifications for the 2016 label changes, including the REMS revisions, 

were documented in detail in at least several internal memoranda.22  In evaluating each element of 

the REMS, the FDA considered “safety data gathered over the past 16 years since approval, and 

information about current clinical practice.”23 

52. Following this review, the FDA “continue[d] to believe that a REMS is necessary 

to ensure the benefits [of Mifeprex] outweigh the risks” and reauthorized the REMS program, 

including all of the ETASU, with several modifications.24  Significantly, the 2016 REMS removed 

the previous requirement that a certified prescriber of mifepristone be a physician, allowing other 

types of healthcare providers with prescriptive authority25 to prescribe mifepristone, provided they 

 
20 U.S. FOOD & DRUG ADMIN., CTR. FOR DRUG EVALUATION & RSCH., Application Number: 
020687Orig1s020, Supplement Approval Letter 2 (Mar. 29, 2016) (attached hereto as Exhibit D), also 
available at https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/020687Orig1s020Approv.pdf. 

21 U.S. FOOD & DRUG ADMIN., CTR. FOR DRUG EVALUATION & RSCH., Application Number: 
020687Orig1s020, Cross Discipline Team Leader Review (Mar. 29, 2016) [hereinafter Cross Discipline 
Team Leader Review] (attached hereto as Exhibit E), also available at 
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/020687Orig1s020CrossR.pdf.  

22 See supra note 9, Ex. A (2016 Medical Review); supra note 21, Ex. E (Cross Discipline Team Leader 
Review); U.S. FOOD & DRUG ADMIN., CTR. FOR DRUG EVALUATION & RSCH., Application Number: 
020687Orig1s020, Summary Review (Mar. 29, 2016) (attached hereto as Exhibit F), also available at 
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/020687Orig1s020SumR.pdf; U.S. FOOD & 

DRUG ADMIN., CTR. FOR DRUG EVALUATION & RSCH., Application Number: 020687Orig1s020, Risk 
Assessment and Risk Mitigation Review(s) (Mar. 29, 2016) [hereinafter 2016 REMS Modification] (attached 

hereto as Exhibit G), also available at 
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/020687Orig1s020RiskR.pdf. 

23 Supra note 22, Ex. G (2016 REMS Modification) at 30 (citations omitted). 

24 Id. at 5 (explaining rationale for proposed REMS modifications), 8 (listing changes and discussing 

retention of ETASU D), 12–17 (detailing addendum to REMS modification review). 

25 Which healthcare providers have prescriptive authority varies state-by-state, and may include nurse 

practitioners, physicians’ assistants, nurse midwives, advanced practice registered nurses, and other 
master’s degree-level health care providers, depending on state law. 
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abide by the remaining certified prescriber requirements in the REMS (which include the ability 

to accurately date a pregnancy and other relevant qualifications).26 

d) The 2021 REMS Revisions 

53. As a result of the COVID-19 pandemic and in response to a request from medical 

professionals, in April 2021, the FDA halted enforcement of the in-person dispensing requirement 

for mifepristone, thus allowing mifepristone to be prescribed remotely (often referred to as 

“telemedicine”), and to be dispensed directly by a pharmacy or by mail.27  The FDA explained 

that, based on its review of reported adverse events and studies pertinent to the in-person 

dispensing requirement, elimination of the in-person dispensing requirement would not result in 

increased serious safety concerns.28  

54. Following that decision, the FDA again conducted a thorough review of the 

mifepristone REMS, as it had in 2016.  The FDA found that certain modifications were necessary 

“to reduce burden on patient access and the health care delivery system and to ensure the benefits 

of the product outweigh the risks.”29 

55. Though the changes to the REMS have not yet been finalized, the FDA has 

confirmed that the revised REMS will formally eliminate the in-person dispensing requirement.30  

In the meantime, the FDA continues to allow remote prescribing and dispensing in accordance 

 
26 Supra note 21, Ex. E (Cross Discipline Team Leader Review).  

27 See U.S. FOOD & DRUG ADMIN., Letter from Janet Woodcock, M.D. to Maureen Phipps, M.D., M.P.H., 

F.A.C.O.G. and William Grobam, M.D., M.B.A. (Apr. 12, 2021), 

https://www.aclu.org/sites/default/files/field_document/fda_acting_commissioner_letter_to_acog_april_1

2_2021.pdf. 

28 Id.  
29 Supra note 12, Questions and Answers on Mifeprex. 

30 Id. 
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with the April 2021 Notice of Enforcement Discretion.  The 2021 REMS will also add a 

requirement that pharmacies be certified to dispense mifepristone.   

C. Mississippi Laws Regulating Mifepristone Conflict with the REMS 

56. The Mississippi Legislature has passed, and the Mississippi Department of Health 

enforces, a number of laws and regulations that restrict the administration of mifepristone, in direct 

conflict with FDA’s approval of and regimen for mifepristone.  

a) The Mississippi Abortion Ban 

57. On July 7, 2022, a near-total ban on abortion, including medicated abortion, went 

into effect in Mississippi.  See MISS. CODE ANN. § 41-41-45.  Accordingly, Mississippi now 

prohibits all abortions, “except in the case where necessary for the preservation of the mother’s 

life or where the pregnancy was caused by rape.” Id. 41-41-45(2).  The law defines abortion as 

“the use or prescription of any instrument, medicine, drug or any other substance or device to 

terminate the pregnancy of a woman known to be pregnant with an intention other than to increase 

the probability of a live birth, to preserve the life or health of the child after live birth or to remove 

a dead fetus.”  Id. 41-41-45(1) (emphasis added).  

58. The ban specifies that  

[a]ny person, except the pregnant woman, who purposefully, 

knowingly or recklessly performs or attempts to perform or induce 

an abortion in the State of Mississippi, except in the case where 

necessary for the preservation of the mother’s life or where the 
pregnancy was caused by rape, upon conviction, shall be punished 

by imprisonment in the custody of the Department of Corrections 

for not less than one (1) year nor more than ten (10) years. 

MISS. CODE ANN. § 41-41-45(4).  

59. Under Mississippi law, except in rare circumstances, it is now illegal for providers 

to prescribe mifepristone for its FDA-approved use to terminate a pregnancy.  The day the ban 
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implemented The Women’s Health Defense Act of 2013, S.B. 2795, 2013 Reg. Sess. (Miss. 2013) 

(codified as amended at MISS. CODE ANN. §§ 41-41-101–117) (“the 2013 Act”).  The 2013 Act is 

aimed squarely at regulating the provision of abortion-inducing drugs in Mississippi and purports 

to “[p]rotect women from the dangerous and potentially deadly use of abortion-inducing drugs 

when administration of the drugs does not meet the standard of care; and [e]nsure that physicians 

meet the standard of care when giving, selling, dispensing, administering or otherwise providing 

or prescribing abortion-inducing drugs.”  Id. § 41-41-103(2).  In so doing, the 2013 Act places 

strict limitations on who may prescribe and administer mifepristone and the circumstances in 

which they may do so.  These limitations, like the abortion ban, conflict with the FDA’s 

determination of the necessary and sufficient conditions for mifepristone’s safe use.   

64. The 2013 Act squarely conflicts with the FDA’s REMS conditions for mifepristone 

on all three broad categories of restrictions:  prescribers, safe use, and informed consent.  For 

example, the 2013 Act mandates that only a physician licensed in Mississippi may “give, sell, 

dispense, administer or otherwise provide or prescribe any abortion-inducing drug.”  MISS. CODE 

ANN. § 41-41-107(1) (the “physician only” provision).  But the state-imposed restrictions go even 

further:  Mississippi law requires additional training before a physician may prescribe abortion-

inducing medication, such that not only is administration of mifepristone restricted to physicians 

only (already in direct conflict with the FDA-mandated standard), but not even every licensed 

physician in Mississippi may prescribe the medication, only those who have completed at least 

one year of postgraduate training in a training facility with an approved residency program and an 

additional year of obstetrics/gynecology residency.  15 MISS. CODE R. §§16-1-44.1.1, 16-1-44.1.4 

(24).  
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65. In addition to the severe prescriber restrictions, the 2013 Act requires a series of in-

person interactions between physician and patient, effectively banning telemedicine and the 

remote provision of healthcare, which the FDA now allows for mifepristone.  Thus, even though 

Mississippi now permanently allows telemedicine for other healthcare needs, MISS. CODE ANN. 

§ 83-9-351, and the state has recognized that telemedicine reduces barriers to healthcare,32 remote 

healthcare is unavailable for medicated abortions.  In Mississippi, physicians are required to 

physically examine a patient prior to “giving, selling, dispensing, administering or otherwise 

providing or prescribing the abortion-inducing drug.”  MISS. CODE ANN. § 41-41-107(2).  Once 

the medication is prescribed, a patient must ingest the medication “in the same room and in the 

physical presence of the physician who gave, sold, dispensed or otherwise provided or prescribed 

the drug or chemical to the patient.”  Id. § 41-41-107(3).  Physicians must report the provision of 

any abortion-inducing medications for the purpose of inducing an abortion to the Mississippi 

Department of Health.  Id. § 41-41-109. 

66. Mississippi’s in-person requirements continue even after a patient ingests 

mifepristone.  The 2013 Act further requires the prescribing physician to schedule a follow-up visit 

with a patient approximately 14 days after administration of an abortion-inducing drug.  MISS. 

CODE ANN. § 41-41-107(5), (6).  Any physician who is unable to provide follow-up care must have 

a signed contract with an alternative physician who is available to provide a patient with the 

mandated in-person care.  Id.  

 
32 See Kobee Vance, Mississippians Now Have Permanent Access to Telehealth, MPB NEWS (modified 

May 17, 2022), https://www.mpbonline.org/blogs/news/mississippians-now-have-permanent-access-to-

telehealth/.  In fact, Mississippi State Department of Health Epidemiologist, Dr. Paul Byers, stated that 

allowing telemedicine is a “big win” for the state, “[p]articularly for Mississippi, when we look at where 

providers are, and health disparities, and even disparities of where there may be a county where the nearest 

provider is 50 miles away.  And that by itself creates a barrier for that person to access routine care.  I think 

that’s a huge win.”  Id. 
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67. As Mississippi does not carve out unique provisions for medicated abortion, 

provision of mifepristone is subject not only to the 2013 Act governing abortion-inducing drugs, 

but to the full compendium of the state’s abortion regulations.  This has a significant impact on 

both where a patient may be administered the mifepristone and the information a prescriber is 

required to present to a patient before he or she may prescribe mifepristone.   

68. In addition to mandating that the drug must be ingested in the presence of a 

physician, Mississippi imposes severe restrictions on the physical facilities in which the drug’s 

administration must occur.  Under Mississippi law, all Mississippi facilities providing abortion 

care, which by definition includes administering abortion-causing drugs (mifepristone), MISS. 

CODE ANN. § 41-75-1(e), must be licensed as either a Level I or Level II Abortion Facility (though 

the distinction between the two is unclear, as Mississippi regulations require that a Level I abortion 

facility “meet minimum standards for Level II abortion facilities and Minimum Standards of 

Operation For Ambulatory Surgical Facilities as established by the licensing agency.”  15 MISS. 

CODE R. § 16-1-44.1.5(9)).  An abortion facility is defined as any healthcare facility that conducts 

10 or more abortions per calendar month in any calendar year; or, if the facility is open less than 

20 calendar days per month, if the facility conducts the pro-rated equivalent of 10 abortions per 

month if the facility were open so many days per month; or if the facility conducts 100 abortions 

in any calendar year regardless of the number of abortions per month.  Id. § 16-1-44.1.5(3).  Any 

facility wishing to administer mifepristone with any regularity is thus subject to all corresponding 

abortion facility licensing regulations, including the “Minimum Standards of Operation for 

Abortion Facilities.”  MISS. CODE ANN. § 41-75-1(e), (h).  Per Mississippi regulations, 15 MISS. 

CODE R. § 16-1-44.28.1, the Minimum Standards of Operation for Abortion Facilities require each 

such facility to have:  
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1. Examination Room(s).  Rooms for examination shall have a 

minimum floor area of 80 square feet, excluding vestibules, 

toilets, and closets.  Room arrangement should permit at least 2 

feet 8 inches clearance at each side and at the foot of the 

examination table.  A hand-washing fixture shall be provided. 

2. Procedure Room.  Procedure rooms shall have a minimum floor 

area of 120 square feet, excluding vestibule, toilet, and closets.  

The minimum room dimension shall be 10 feet.  A scrub sink 

with knee, elbow, wrist, or foot control, soap dispenser, and 

single service towel dispenser will be available.  All finishes 

shall be capable of repeated cleaning. 

3. Recovery Room.  One or more recovery rooms containing 

sufficient beds for recovering patient shall be provided.  

Reclining type vinyl upholstered chairs may be substituted in 

lieu of beds.  Direct visual observation of the patients shall be 

possible from a central vantage point, yet patients shall have a 

reasonable amount of privacy. 

69. In addition, abortion facilities must also meet the minimum standards of operation 

for ambulatory surgical centers, as established by the Mississippi Department of Public Health.  15 

MISS. CODE R. § 16-1-44.1.5(9).  Among voluminous requirements, ambulatory surgical centers 

are required to be “located in an attractive setting” and within 15 minutes travel time from a 

hospital which has an emergency room.  Id. § 16-1-42.30.1.  Ambulatory surgical centers have 

stringent construction requirements, including, for example, that all corridors used by patients be 

at least six feet wide and all patient rooms have, at minimum eight foot ceilings.  Id. §§ 16-1-42.27, 

16-1-42.30. 

70. In addition to the extensive facility regulations, abortion facilities are required to 

have agreements for transportation and care in the case of patient emergency.  MISS. CODE ANN. 

§§ 41-75-1, 41-75-29. 

71. In addition to the conflicting prescriber and safe use restrictions described above, 

Mississippi also imposes an alternate scheme related to the information a patient must receive 

(about the risks of the drug, specifically, and abortion, generally), before she can receive 
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mifepristone.  The ban not only prohibits the use of mifepristone for its FDA-intended purpose in 

all but the narrowest of circumstances but, as a result of the ban, the only abortion clinic that 

provided medicated abortions in Mississippi closed on July 7, 2022.  The de facto ban and 

restrictions on mifepristone render it illegal and, in the limited circumstances when it is not illegal, 

futile for GBP to even attempt to sell its product, as the ban and restrictions plainly prevent and 

deter providers from prescribing mifepristone.   

76. GBP invested substantial money and effort in the research and development of its 

generic mifepristone and worked closely with the FDA to gain approval for its product.  GBP is 

currently the only licensed ANDA holder approved to market and sell generic mifepristone in the 

United States.   

77. GBP has sold and shipped its mifepristone tablets to providers in 47 states and the 

District of Columbia.  Since GBP received FDA-approval in April 2019 to market and sell 

mifepristone, GBP has captured a significant share of the nationwide market for mifepristone.  

78. Before the Mississippi abortion ban went into effect, there was only one clinic in 

Mississippi that performed abortions, surgical or medicated.  GBP did not sell mifepristone to the 

former Jackson-based clinic because the Jackson clinic had a Prescriber Agreement in place with 

Danco, which was entered into before GBP received FDA-approval to sell its generic version of 

mifepristone. 

79. However, GBP had—and continues to have—a Prescriber Agreement in place with 

Planned Parenthood Southeast, Inc., which has clinics in Georgia, Alabama, and Hattiesburg, 

Mississippi.  GBP has provided mifepristone to the Planned Parenthood Southeast clinics that 

perform medicated abortions.  On information and belief, the Hattiesburg clinic was previously—

and remains—unable to provide abortions, surgical or medicated, due to Mississippi’s restrictions 
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on medicated abortion.  On information and belief, but for Mississippi’s regulations restricting 

who could prescribe mifepristone and under what conditions, the Hattiesburg clinic would have 

provided medicated abortions and would have purchased GBP’s mifepristone tablets to do so under 

the Prescriber Agreement already in place.   

80. Since the Mississippi abortion ban went into effect, the Jackson clinic has closed.  

Though the Hattiesburg clinic remains open, like before, it does not provide any abortion services 

because of the Mississippi restrictions and now ban.  Thus, there are no abortion clinics to which 

GBP may sell its product, notwithstanding demand for mifepristone.  

81. Barriers to access often lead to increased use of illicit markets (including online 

sales), for medications in the United States, and mifepristone is no exception.  A recently published 

peer-reviewed study shows that states with the most restrictive access to abortion in a clinic setting 

have the highest rates of online requests for the medication—Mississippi is at the top of that list.33 

82. The FDA has determined how mifepristone should be prescribed to women in the 

United States through the REMS.34  Although the FDA now allows certified providers to prescribe 

mifepristone remotely, the FDA is clear that mifepristone requires a prescription for use.  The 

REMS thus prohibits purchasing mifepristone directly from online sources without a valid 

prescription.  In fact, the FDA has placed a red, highly visible warning—“Do Not Buy Mifeprex 

or its Approved Generic Over the Internet”—on its mifepristone information page, referring 

 
33 Abigail Aiken et al., Demand for Self-Managed Medication Abortion Through an Online Telemedicine 
Service in the United States, 110 AM. J. PUB. HEALTH 90 (2020), 

https://ajph.aphapublications.org/doi/pdfplus/10.2105/AJPH.2019.305369; see also Abigail Aiken et al., 

Motivations and Experiences of People Seeking Medication Abortion Online in the United States,  

50 PERSP. SEXUAL REPROD. HEALTH 157 (2018), 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8256438/pdf/nihms-1715998.pdf. 

34 Supra note 1, Mifeprex (mifepristone) Information. 
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84. GBP is effectively precluded from selling its product in Mississippi.  Imposition of 

unconstitutional state law restrictions on the prescription and use of mifepristone causes, and will 

continue to cause, significant revenue loss to GBP.   

85. In addition, Defendant’s conduct, unless enjoined, will cause immediate and 

irreversible harm to the reputation and goodwill of mifepristone and GBP.  The State of 

Mississippi’s effective ban and unnecessary regulation of mifepristone are likely to cause 

physicians and patients—both in Mississippi and across the country—wrongly to believe that 

mifepristone is not a safe and effective medication, thus adversely affecting GBP’s primary 

product on the market. 

COUNT I 

(United States Constitution:  Preemption) 

86. GBP realleges, reasserts, and incorporates by reference herein each of the 

allegations contained in paragraphs 1 through 85 of the Amended Complaint as though set forth 

fully herein. 

87. The Supremacy Clause of the United States Constitution provides that federal laws 

made under the authority of the United States shall be the “supreme law of the land,” the laws of 

any state to the contrary notwithstanding.  U.S. CONST. art. VI, cl. 2. 

88. The Supremacy Clause mandates that federal law preempts any state regulation that 

poses an obstacle to the accomplishment and execution of the full purposes and objectives of 

Congress. 

 
https://www.nbcnews.com/tech/tech-news/dutch-doctor-internet-are-making-sure-americans-access-

abortion-pills-rcna35630. 
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89. Under the FDCA, Congress has delegated to the FDA the authority to protect and 

promote the public health by approving for public use “safe and effective” prescription drugs.   

90. Prescription drug regulation is an arena that is inherently national in nature in that 

the FDA has long set uniform standards for drug regulation across all states.  In 2016, the FDA 

reviewed and amended the labeling and REMS requirements for mifepristone and concluded that 

the amended restrictions were set at the appropriate level to best balance the risks and benefits of 

mifepristone.  In 2021, the FDA determined it was necessary to modify the REMS to reduce the 

burden on patient access to mifepristone.  Those decisions were grounded in careful review of the 

underlying science, consistent with regulatory and statutory requirements, and fall squarely within 

the federal agency’s realm of expertise and authority as delegated by Congress. 

91. Mississippi imposes its own state laws and regulations that conflict with the FDA’s 

approved regimen and risk mitigation strategies for mifepristone. 

92. Mississippi’s conflicting state laws are an obstacle to the accomplishment and 

execution of the full purposes and objectives of Congress in granting the authority to the FDA to 

both approve and determine the appropriate measures to mitigate the risks of prescription drugs in 

the United States. 

93. Taken as a whole, Mississippi’s conflicting state laws represent an impermissible 

effort by Mississippi to establish its own drug approval policy and directly regulate the availability 

of FDA-approved drugs within the state.  Mississippi’s laws conflict with the FDA’s mandate 

under the FDCA, disregard federal policies, undermine the FDA’s comprehensive regulatory 

scheme for nationally-effective drug approvals, and otherwise impede the accomplishment and 

execution of the full purposes and objectives of federal law.  
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94. Mississippi’s conflicting state laws also specifically undermine the FDA’s 

assessment that mifepristone is a safe and effective product that may be distributed and safely 

administered in all fifty states and to which patients should have access.  In so doing, it impedes 

the FDA’s congressional mandate to approve a range of safe treatments to promote the public 

health. 

95. Plaintiff has no adequate remedy at law for these violations of the Supremacy 

Clause. 

96. Mississippi’s conflicting state laws cause, and will continue to cause, substantial 

injury to GBP unless the state restrictions are vacated and Defendant is enjoined from imposing or 

enforcing these restrictions. 

COUNT II 

(United States Constitution:  Commerce Clause) 

97. GBP realleges, reasserts, and incorporates by reference herein each of the 

allegations contained in paragraphs 1 through 96 of the Amended Complaint, as though set forth 

fully herein. 

98. The Commerce Clause of the United States Constitution, U.S. CONST. art. I, § 8, cl. 

3, prevents a state from taking any action that may fairly be deemed to have the effect of impeding 

the free flow of trade between the states.39  

99. Mississippi’s restrictions on mifepristone impose significant burdens on interstate 

commerce because they interfere with the FDA’s national and uniform system of regulation.  

Mississippi (and other states) cannot be allowed to make its own determinations as to how the risks 

and benefits of prescription drugs should be weighed and whether and how prescription drugs 

 
39 See Freeman v. Hewit, 329 U.S. 249, 252 (1946). 
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should be approved, regulated, administered, and available within the state.  If it is, the result will 

be an unworkable patchwork of state-specific regulation governing whether prescription drugs are 

available and how prescription drugs are administered, which would effectively eviscerate the 

mission of the FDA and create different (and potentially conflicting) sets of rules for deciding who 

can access which medications and what constitutes safe and effective pharmaceuticals. 

100. Mississippi’s conflicting regulations also impose significant burdens on interstate 

commerce because they harm patients living in Mississippi, as well as patients residing outside of 

Mississippi who see health care providers in the state.  Because health care providers are restricted 

in their ability to prescribe mifepristone to patients (regardless of their state of residence), patients 

across several states are unable to access mifepristone thus impacting commerce beyond the 

borders of the state. 

101. The burden imposed on interstate commerce by Mississippi’s conflicting 

regulations is clearly excessive in relation to the purported protections touted by the state 

legislature.  The additional restrictions on provision and use of mifepristone in Mississippi above 

and beyond those imposed by the FDA are excessive, especially in light of the FDA’s careful and 

comprehensive balancing of the risks and benefits of such medication for the public health as 

evidenced, generally, by its approval of the drug and by the REMS process, in particular. 

102. GBP has no adequate remedy at law for the violation of the Commerce Clause. 

103. Mississippi’s conflicting regulations will cause substantial injury to GBP unless the 

state restrictions are vacated and Defendant is enjoined from imposing these restrictions. 
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PRAYER FOR RELIEF 

WHEREFORE, Plaintiff respectfully prays for the following relief: 

A. A declaration pursuant to 28 U.S.C. § 2201 that the state of Mississippi’s laws and 

regulations restricting provision and use of FDA-approved abortion-inducing drugs violate the 

United States Constitution; 

B. Permanent injunctive relief and/or a final order enjoining the Defendant from 

enforcing any state law or regulation banning medicated abortion or restricting the provision and 

use of mifepristone beyond those outlined by the FDA’s REMS for mifepristone.  In the 

alternative, permanent injunctive relief and/or a final order vacating any state law or regulation 

restricting the provision and use of mifepristone beyond those outlined by the FDA’s REMS for 

mifepristone; 

C. An order awarding plaintiff’s costs, expenses and attorneys’ fees; and/or 

D. Such other and further relief as the Court deems just and appropriate. 

 

Dated: July 21, 2022 

 Respectfully submitted, 

GENBIOPRO, INC. 

By Its Attorneys, 

BAKER DONELSON BEARMAN  

CALDWELL & BERKOWITZ, PC 

 

 

By: s/ J. Carter Thompson, Jr. ___________
_______________________________________ 

J. CARTER THOMPSON, JR.  
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1.2 Risk Benefit Assessment 

1. Decrease mifepristone dose from 600 to 200 mg, followed by misoprostol at a 
dose increased from 400 mcg to 800 mcg, administered buccally instead of 
orally. 
The Applicant has submitted sufficient evidence from the published medical 
literature to demonstrate that decreasing the dose of Mifeprex from 600 mg to 
200 mg while increasing the dose of misoprostol from 400 to 800 mcg is safe and 
efficacious for termination of pregnancy through 70 days gestation. The 
risk/benefit balance favors approval. 

There is sufficient evidence that a dosing regimen with buccal administration of 
800 mcg misoprostol is safe and effective. This change in the dosing regimen 
should be approved.  

2. Allow administration of misoprostol outside of the clinic: 
Based on the evidence submitted by the Applicant, a dosing regimen that 
includes administration of misoprostol outside of the clinic is safe and effective 
for termination of pregnancy through 70 days gestation; labeling should be 
revised to remove the requirement for in-clinic dosing of misoprostol    

3. Administration of misoprostol at 24-48 hours instead of 48 hours after Mifeprex: 
The available evidence supports that a dosing regimen that provides for 
administration of misoprostol 24-48 hours after administration of Mifeprex is safe 
and effective. The risk/benefit assessment demonstrates that this change in the 
dosing regimen should be approved.  

4. Follow-up needed, but not restricted to in-clinic at 14 days after Mifeprex: 
Based on the evidence submitted by the Applicant supporting this change, 
flexibility in timing and method of follow-up after medical abortion is safe.  
Labeling should be revised to remove the requirement for in-clinic follow-up at 14 
days.  

5. Increase the gestational age from 49 days to 70 days:  
As detailed in the following review, the Applicant has submitted sufficient 
evidence for the safety and efficacy of medical abortion with Mifeprex, in a 
regimen with misoprostol, through 70 days gestation. The risk/benefit 
assessment supports the approval of the new dosing regimen up through 70 
days gestation.   

6. Change the labeled time for expulsion of the products of conception from 4-24 
hours to 2-24 hours post misoprostol administration:   
The Applicant has submitted sufficient data from the published medical literature 
to support approval of a change in the label to note time to expulsion ranges from 
2-24 hours.  

7. Add that a repeat 800 mcg buccal dose of misoprostol may be used if needed: 
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Table 1: List of Major Studies Reviewed  
USA International 

Gatter 201513, retrospective Louie 201414, Azerbaijan, 
prospective 

Ireland 201515, retrospective Ngoc 201416, Vietnam, prospective 

Chong, 201517, prospective single-
arm 

Raymond 201318, International, 
including US, retrospective 

Winikoff 201219, prospective Goldstone 201220, Australia, 
retrospective 

Perriera 201021, prospective Boersma 201122, Curacao, 
prospective 

Winikoff 200823, RCT* Middleton 200524, prospective 

Creinin 200725, prospective Spitz 199826, single arm trial 

                                            
13 Gatter M, Cleland K, Nucatola DL. Efficacy and safety of medical abortion using mifepristone and 
buccal misoprostol through 63 days. Contraception 2015; 91:269-273. 
14 Louie  KS, Tsereteli T, Chong E, Ailyeva F, Rzayeva G, Winikoff B. Acceptability and feasibility of 
mifepristone medical abortion in the early first trimester in Azerbaijan. Eur J Contracept Reprod Health 
Care 2014;19(6):457-464. 
15 Ireland LD, Gatter M, Chen AY. Medical compared with surgical abortion for effective pregnancy 
termination in the first trimester. Obstet Gynecol 2015;126:22-8. 
16 Ngoc NTN, et al. Acceptability and feasibility of phone follow-up after early medical abortion in Vietnam:  
A randomized controlled trial. Obstet Gynecol 2014;123:88-95. 
17 Chong E, Frye LJ, Castle J, Dean G, Kuehl L, Winikoff B. A prospective, non-randomized study of 
home use of mifepristone for medical abortion in the US. Contraception 2015;92:215-291. 
18 Raymond EG, et al. First-trimester medical abortion with mifepristone 200 mg and misoprostol: a 
systematic review. Contraception 2013;87(1):26-37. 
19 Winikoff B, Dzuba IG, Chong E, et al. Extending outpatient medical abortion services through 70 days 
of gestational age. Obstet Gynecol 2012;120:1070-6. 
20 Goldstone P, Michelson J, Williamson E.  Early medical abortion using low-dose mifepristone followed 
by buccal misoprostol: A large Australian observational study. Med J Austral 2012; 197: 282-6.  
21 Perriera LK, Reeves MF, Chen BA, Hohmann HL, Hayes J, Creinin MD. Feasibility of telephone follow-
up after medical abortion. Contraception 2010;81:143-149. 
22 Boersma AA, Meyboom-de Jong B, Kleiverda G. Mifepristone followed by home administration of 
buccal misoprostol for medical abortion up to 70 days of amenorrhoea in a general practice in Curacao. 
Eur J Contracept Reprod Health Care 2011;16:61-6. 
23Winikoff B, Dzuba IG, Creinin MD, Crowden WA, Goldberg AB, Gonzales J, Howe M, Moskowitz J, 
Prine L, Shannon CS. Two distinct oral routes of misoprostol in mifepristone medical abortion: a 
randomized controlled trial. Obstet Gynecol 2008;112(6):1303-1310. 
24  Middleton T, et al.  Randomized trial of  mifepristone and buccal or vaginal misoprostol for abortion 
through 56 days of last menstrual period.  Contraception 2005;72:328-32. 
25 Creinin MD, Schreiber CA, Bednarek P, Lintu H, Wagner MS, Meyn LA. Medical Abortion at the Same 
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Table 3: Efficacy- Mifepristone 200 mg with Buccal Misoprostol 800 mcg 24-48 
Hours Later - US Studies  

Study &Year Design, 
Location 

Gestation 
(maximum 

days)  

M-M Interval 
(hrs) 

Evaluable 
Subjects (N) 

Success - no 
intervention (%)  

Middleton 200524     
US 

Prospective 56  24-48 216 94.9 

Winikoff 200823        
US 

Prospective 63 24-36 421 96.2 

Fjerstad 200927        
US 

Retrospective 59 24-48 1,349 98.3 

Grossman 201136     
US -  Clinic Mife v. 
Tele-med 

Prospective 63 24-48  449 Clinic: 96.9% 

Telemed: 98.7% 

Winikoff 201219       US Prospective 57-70 24-48 629 93.2 

Gatter 201513            
US 

Retrospective 63 24-48 13,373 97.7 

Chong 201517          US Prospective 63 24-48 357 96.7 

TOTALS  7 Studies  56-70 days 24-48 hr 16,794 97.4 

Source: Modified from Table 3, page 14-15, Chen-Creinin 2015 Review and submitted articles.  All 
subjects had 200 mg oral mifepristone followed by 800 mcg buccal misoprostol. 
Success percentages calculated by clinical reviewer. 
 
  

                                            
36 Grossman D, Grindlay K, Buchacker T, Lane K, Blanchard K. Effectivenesss and acceptability of 
medical abortion provided thorugh telemedicine. Obstet Gynecol 2011;118:296-303. 
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systematic review identified six published studies that recorded data on outcomes of 
medical abortions performed during gestational Days 64-70.46   

The published studies were conducted in the United States, UK, Mexico, Curaçao, 
Vietnam, and the Republic of Georgia.  All subjects were treated as outpatients between 
2007 and 2015.  The older UK study evaluated 127 women who were at 64-70 days 
gestation and treated with 200 mg oral mifepristone followed by 800 mcg vaginal 
misoprostol.47 

Reviewer comment: 
We evaluated the data separately for 57-63 and 64-70 days of gestation.  The 
following two tables show the efficacy data for 57-63 and 64-70 days gestation 
(also known as Week 9 and Week 10).  
 

                                            
46 Abbas D, Chong E, Raymond EG. Outpatient medical abortion is safe and effective through 70days 
gestation. Contraception 2015;92:197-9. 
47 Gouk EV, et al. Medical termination of pregnancy at 63-83 days gestation. British J Obstet Gyn 
1999;106:535-539. 
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Table 6: MAB Efficacy Outcome 57-63 Days Gestation 

Study Enrolled 

N 

Followed 

N 

Success 

N (%) 

Ongoing 
Pregnancy  

N (%) 

Lost to 
Follow up   

% 

Comment 

Winikoff 23 
2008  US-  

132 115 109 
(94.8) 

2 
(1.7) 

13.0% * Proposed 
Dosing   

Winikoff 19 
2012      US 

379 325 304 
(93.5) 

10 
(3.1) 

14.2% * Proposed 
Dosing   

Gatter13  
2015     US 

1527 1286 1228 
(95.5) 

21 
(1.6) 

15.8% * Proposed 
Dosing   

Sanhueza48 

2015 
Mexico City 

196 190 171 
(90.0) 

6 
(3.2) 

3.1% * Proposed 
dosing 

 

Boersma22 
2011** 
Curacao 

105 95 91 
(95.8) 

2 
(2.1) 

9.5% *Proposed 
dosing  @ 24-
36 hr @ home 

Pena44 2014 
Mexico City 

177 171  164 
(95.9) 

2 
(1.2) 

3.4% * Proposed 
dosing 

Chong40 
2012 
Viet Nam, 
Georgia 

86 85 79 
(92.9) 

2 
(2.4) 

1.2% *Proposed 
dosing 36-48 

hr 

81 81 77 
(95.1) 

2 
(2.5) 

0% 400 mcg 
buccal @ 36-

48 hr 

Bracken49 

2014 
4 countries-  

389 382 362 
(94.8) 

7 
(1.8) 

1.3% 
(2 women 
withdrew) 

400 mcg 
sublingual  
@ 24-48 hr 

TOTAL  
3,072 

 
2,730 

2,585 
(94.7) 

54       
(2.0%) 

11.1%  

*Mifepristone oral 200 mg followed in 24-48 hour range with misoprostol buccal 800 mcg. 
**Boersma study reported the interval from 50-63 days without further breakdown. 
Source: Data from published studies. 

                                            
48 Sanhueza Smith P, Pena M, Dzuba IG, et al. Safety, efficacy and acceptability of outpatient 
mifepristone-misoprostol medical abortion through 70 days since last menstrual period in public sector 
facilities in Mexico City. Reprod Health Matters 2015;22:75-82. 

 
49 Bracken H ,Dabash R, Tsertsvadze G et al. A two-pill sublingual misoprostol outpatient regimen 
following mifepristone for medical abortion through 70 days' LMP: a prospective comparative open-label 
trial. Contraception 2014;89(3):181-6. 
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Reviewer comments:  
Although the Chong and Bracken studies do not use the exact proposed dosing 
regimen, it is felt that their efficacy results are relevant because both used a 
lower dose of misoprostol, which, if anything, would have been expected to 
provide lower efficacy. 
 
After careful review of the above eight studies, we find the following results.  A 
combined total of 3,072 women were treated at 57-63 days of gestation, with 2,730 
(88.9%) providing outcome data.  Of these women, 2,585 (94.7%) had a complete 
medical abortion (pregnancy termination without any surgical intervention), and 
54 (2.0%) had ongoing pregnancies.  This successful treatment rate is better 
(94.7% compared to 92.1%) than the rate in the data on which the 2000 FDA 
Mifeprex approval was based.  The data are sufficient and acceptable for 
extending the approval of Mifeprex up to at least 63 days gestation.   
 
The numbers here do not exactly match the results shown in the efficacy table for 
57-63 gestational days that are in Section 14 CLINICAL STUDIES in the new 
approved label, which is limited to studies using the identical dosing regimen to 
that proposed in this supplement.  The number of evaluable women here is higher 
because the Chong and Bracken data are included, as noted above in the 
comment.  The label, however, states the same conclusion of a 94.7% complete 
medical abortion rate and a 2% ongoing pregnancy rate.   
 
Data for 64-70 days gestation are found in the next table. 
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Table 8: Misoprostol Self-administration at Home  

Study Evaluable 
N 

Misoprostol 
at home 

Success  Comment 

US Studies  

Gatter 
201513  US 

13,373 All subjects 
at 24-48 hr 

97.7% Through 63 days; 
buccal miso 800 mcg 

Winikoff  
200823   US 

421 All subjects 
at 24-36 hr 

96.2% Through 63 days; 
buccal miso 800 mcg 

Winikoff  
201219   US 

629 All subjects 
at 24-48 hr 

93.5% (Wk 9) 

92.8% (Wk 10) 

Week 9 v Week 10; 
buccal miso 800 mcg 

Swica 
201350   US 

301 All subjects 
at 6-48 hr 

96.7 %- home mife 

95.6%- clinic mife 

Through 63 days; 
800 mcg miso  

Foreign Studies  

Louie 201414 
Azerbaijan 

863 794 (92%) at 
home at 24-

48 hr 

97% Through 63 days;   
buccal miso 800 mcg 

Pena 201444  
Mexico 

1,000 All subjects 
at 24-48 hr 

97.3% Through 63 days; 
buccal miso 800 mcg 

Bracken  

201449 

4 countries 

703 

(382 v 321) 

543 (77%) 
took miso at 

24-48 hr 

94.8% (Wk 9) v 

91.9% (Wk 10) 

Week* 9 v Week 10 400 
mcg sublingual miso used 

Boersma  
201122 

Curacao 

307 All subjects 
at 24-36 hr  

97.7% Through 70 days  (Wk 
10); 
GP care; buccal miso 
800 mcg;  

Chong 
201240  

400 v 800 
buccal 

1115 
(559 v 563 

were 
enrolled)  

851 (76%) at 
36-48 hr  

96.8% with home 
miso; 

95.1% with clinic miso  

Through 63 days; 
*DB, RCT in Vietnam and 
Georgia 
 

Goldstone  
201220  
Australia: 

11,155 All subjects 
at 24-48 hr 

96.5% Through 63 days; 
buccal miso 800 mcg 

Sanhueza 
201548 

896 All subjects 
at 24-48 hr 

93.3 Through 70 days  (Wk 
10) 

TOTAL  30,763  30,210 
(98.2%) 

92%-97.7% Different gestations, 
and regimens  

*DB, RCT: double-blind, randomized clinical trial. 

Source: FDA clinical reviewer table. 
 

Reviewer comments: 
The above table with data for home administration of misoprostol for 30,763 
women in the US and other countries shows a success rate ranging from 91.9 to 
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the pediatric population, there were no cases requiring transfusion, hospitalization or 
treatment for severe infection.   
 

The table below shows the age distribution from the Gatter study.  There were 24 
adolescents between ages 11-14, 82 adolescents age 15, and 216 age 16 totaling 322 
adolescents.  As noted, 283 adolescents were age 17.   
 
Table 10: MAB Success by Age Group  

Age Group 
(years) 

Total N  
Success (%) 

Comment 

< 18 605 (98.7) 322 were age 11-16  
283 were age 17 

18-24 6684 (98.1) The age distribution here is 
representative of other US 

data on MAB - largest group 
is age 18-24 followed by age 

25-29 

25-29 3317 (97.5) 
30-34 1613 (96.5) 
35-39 855 (97.0) 
40+ 299 (97.3) 

TOTAL  13,373 
97.7% overall success 

 

Source: Data from Gatter 2015 review.    
 
Reviewer comments: 
Data from 3,657 adolescents under age 18 in the above three studies shows a 
MAB success rate that is consistently equal to or higher than that found in the 
women older than age 17.  It is interesting that five (18%) of the adolescents in the 
Phelps study did not even need misoprostol.  The percentage of women not 
needing any misoprostol is generally much lower, perhaps 1-3%, in other early 
MAB studies.  From the articles reviewed, efficacy of early MAB in the adolescent 
population is not a concern. 
 
Additional adolescent data were reported in the Goldstone 2012 study20, where 
there were eight 14 year olds and 931 women ages 15-19 who took misoprostol at 
home for a MAB up to 63 days gestation.  Efficacy and safety data by age groups 
were not reported in the article. 
 

6.1.13 Analysis of Clinical Information Relevant to Dosing 
Recommendations 

As noted in some of the reviewer comments and tables, there is evidence that lower 
doses of misoprostol (400 mcg), other ROAs (vaginal and sublingual), inclusion of more 
advanced gestational ages, and different dosing intervals between mifepristone and 
misoprostol have shown acceptable efficacy and safety results.  However, for the 
purposes of this NDA review, our final recommendations are focused on the dosing 
regimen and other requests specifically made by the Applicant. 
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Table 11: Studies Used to Evaluate Safety 

Study 

USA International 

Gatter 201513, retrospective 
Ngoc 201416, Vietnam, 
prospective 

Ireland 201515, retrospective 
Goldstone 201220, Australia, 
retrospective 

Chong 201517, prospective 
single-arm 

Boersma 201122, Curacao, 
prospective 

Winikoff 201219, prospective  

Grossman 201136, prospective  

Winikoff 200823, prospective RCT  

Creinin 200725, prospective   

Middleton 200524, prospective  

Source: NDA clinical reviewer table. 

7.1.2 Categorization of Adverse Events 

For the purposes of this review, adverse events categorized as serious include death; 
hospitalization; infection, including severe infection requiring hospitalization; bleeding 
requiring transfusion; and ectopic pregnancy. Other non-serious adverse events 
include: nausea, vomiting, diarrhea, fever, bleeding and cramping. 

7.1.3 Pooling of Data Across Studies/Clinical Trials to Estimate and 
Compare Incidence 

The data are not pooled across studies as the study designs are quite different. The 
incidence of individual adverse events is noted for each study, and can be used to 
provide an estimated range.  

7.2 Adequacy of Safety Assessments 

7.2.1 Overall Exposure at Appropriate Doses/Durations and Demographics 
of Target Populations 

Per the Applicant, there have been approximately 2.5 million US uses of Mifeprex by US 
women since its approval in 2000.  If evaluation is limited to the studies listed in Table 
11 focusing specifically on the proposed new dosing regimen, exposure for this safety 
analysis is based on well over 30,000 patients. The exact number cannot be determined 
because two retrospective studies (Gatter13 and Ireland15) are likely based on 
overlapping cohorts of patients from Planned Parenthood clinics in Los Angeles. There 
are likely some differences in the demographic data for the different studies; therefore, 
the descriptions are separated into US and international data. However, it is doubtful 
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rupture associated with the use of mifepristone alone, misoprostol alone, or both, is 
likely a rare event in the 1st trimester. 
 
Reviewer comment:  
Based on the scarcity of reported cases in the first trimester of pregnancy, 
uterine rupture associated with early medical abortion using mifepristone with or 
without misoprostol is likely rare.  There are a three reports of uterine rupture 
with mifepristone and misoprostol in the first trimester, most of which occurred 
in women with prior uterine surgery (e.g., a cesarean section).    

7.4.1 Submission-Specific Primary Safety Concerns 

Summary of requested dosing changes in the NDA Supplement that could affect 
safety: 

1. Proposing a new dosing regimen that uses mifepristone 200 mg oral and the 
buccal administration of 800 mcg misoprostol at 24-48 hours after Mifeprex 
and increasing the gestational age from 49 days to 70 days  

The Applicant submitted several articles in support of the proposed dosing regimen 
as well as increasing the gestational age through 70 days using the proposed 
regimen, including the 24-48 hour interval.  See Section 7.3 Major Safety Results for 
fatal and nonfatal serious adverse events reported with the proposed regimen and 
gestational age. The data submitted show these events to be exceedingly rare, 
indicating that the new dosing regimen and increasing the gestational age to 70 days 
is safe.  Please see Section 7.3 Major Safety Results on Nonfatal Serious Adverse 
Events for a review of this information.  

In further support of changing the dosing interval for misoprostol to 24-48 hours after 
mifepristone is taken, the Applicant also provided a systematic review by Shaw et 
al.63  In this study the authors searched Medline, ClinicalTrials.gov, Popline and the 
Cochrane Controlled Trials Register and included 20 randomized controlled trials 
and 9 observational studies.  The majority of the studies used the proposed 200 mg 
dose of mifepristone, but three RCTs and two observational studies used 600 mg of 
mifepristone.  The doses and route of misoprostol administration varied, including 
doses of 400 mcg, 600 mcg, and 800 mcg, some with repeat doses, and included 
vaginal, buccal, oral and sublingual routes.  There was wide variation in time to 
administration of the misoprostol, ranging from <24 hours, 24-48 hours, 36-48 hours.  
Adverse events were not reported consistently.  There was no statistically significant 
difference in nausea, vomiting or diarrhea.  

                                            
63 Shaw KA, Topp NJ, Shaw JG, Blumenthal PB. Mifepristone-misoprostol dosing interval and effect on 
induction abortion times. Obstet Gynecol 2013;121(6):1335-1347. 
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submitted an article demonstrating that nurse practitioners, certified nurse midwives and 
physician assistants can safely provide aspiration abortion.81 The Division asked the 
Applicant to provide articles specifically addressing the provision of medical abortion 
services by non-physician practitioners, since that is the issue at hand.   
 
The Applicant provided data on the efficacy of medical abortion provided by non-
physician healthcare providers, including four studies with 3,200 women in randomized 
controlled clinical trials and 596 women in prospective cohorts. These studies took 
place in varying settings (urban, rural, international, low resource). The efficacy results 
are discussed in Section 6.1.10. 
 
Regarding the safety of medical abortion provided by non-physician health care 
providers, a systematic review by Renner82 identified five studies with a total of 8,908 
subjects. A RCT in Nepal included 1,104 of those subjects, comparing  medical 
abortions by nurses or auxiliary nurse midwives with those offered by physicians.  
Outcome data on 1,077 women showed no serious complications (hemorrhage 
requiring transfusion or condition necessitating hospitalization) and the rate of ongoing 
pregnancy or incomplete abortion did not vary by physician versus midlevel provider.  
Also in Nepal, Puri et al83 described training female community health volunteers to 
provide education, and training auxiliary nurse midwives to provide medical abortion in 
intervention districts, and compared knowledge and medical abortion outcomes with 
those in neighboring districts where there were no interventions. Medical abortions were 
performed on 307 women in the intervention areas and 289 women in the comparison 
areas. There were five incomplete abortions (1.6%) in the intervention areas, treated 
with manual vacuum aspiration by the auxiliary nurse midwives, and 7 (2.4%) 
incomplete abortions in the comparison areas.  The difference was not statistically 
significant.  Kopp Kallner84 conducted a randomized controlled equivalence trial of 1,068 
women in Sweden who were randomized to receive medical abortion care from two 
nurse midwives experienced in medical terminations and trained in early pregnancy 
ultrasound versus a group of 34 physicians with varying training and experience. The 
trial showed fewer complications for the nurse midwife group, though this was not 
statistically significant (4.1% for nurse midwives, versus 6.1% for doctors, p=0.14). 

                                            
81 Weitz TA, Taylor D, Desai S, Upadhyay UD, Waldman J, Battistelli MF, Drey EA. Safety of aspiration 
abortion performed by nurse practitioners, certified nurse midwives, and physician assistants under a 
California legal waiver. Am J Public Health 2013;103:454-461. 
82 Renner R-M, Brahmi D, Kapp N. Who can provide effective and safe termination of pregnancy care: a 
systematic review. BJOG 2013;10:23-31. 
83 Puri M, Tamang A, Shrestha P, Joshi D. The role of auxiliary nurse-midwives and community health 
volunteers in expanding access to medical abortion in rural Nepal. Reproductive Health Matters 
2015;Suppl(44):94-103.  
84 Kopp Kallner H, Gomperts R, Salomonsson E, Johansson M, Marions L, Gemzell-Danielsson K. The 
efficacy, safety and acceptability of medical termination of pregnancy provided by standard care by 
doctors or by nurse-midwives: a randomized controlled equivalence trial. BJOG 2015;122:510-517. 
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9.4 Abbreviations 

List of Abbreviations 
Abbreviation Term 
ACOG American College of Obstetrics and Gynecology 
APHA American Public Health Association 
CDER Center for Drug Evaluable and Research 
CDRH Center for Devices and Radiological Health 

    
FU follow up  
GA gestational age 
IRB Institutional Review Board  
LFU lost to follow up  
LMP last menstrual period  
MAB medical abortion  
MG Medication Guide 
Miso misoprostol  
NA not applicable 
NAF  National Abortion Federation 
NDA New drug application  
NR not reported 
NSAID non-steroidal anti-inflammatory drug 
PPFA Planned Parenthood Federation of America 
PREA Pediatric Research Equity Act 
REMS Risk Evaluation and Mitigation Strategies 
ROA route of administration  

  
SAB surgical abortion  
WHO  World Health Organization  
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9.6 Mifepristone 
Approvals 
Globally 

1988  
 China 
 France 

1991-  
 UK 

1992 
 Sweden 

1999 
 Austria 
 Belgium 
 Denmark 
 Finland 
 Germany 
 Greece 
 Iceland 
 Israel 
 Luxembourg 
 Netherlands 
 Russia 
 Spain 
 Switzerland 

2000 
 Norway 
 Taiwan 
 Tunisia 
 US 

2001 
 New Zealand 
 South Africa 
 Ukraine 

2002 
 Belarus 
 Georgia 
 India 
 Latvia 
 Serbia 
 Vietnam 

 
 
 

2003 
 Estonia 

2004 
 Guyana 
 Moldova 

2005 
 Albania 
 Hungary 
 Mongolia 
 Uzbekistan 

2006 
 Kazakhstan 

2007 
 Armenia 
 Kyrgyzstan 
 Portugal 
 Tajikistan 

2008 
 Nepal 
 Romania 

2009 
 Cambodia 
 Italy 

2010 
 Zambia 

2011 
 Ghana 
 Mexico 
 Mozambique 

2012 
 Australia 
 Bangladesh 
 Ethiopia 
 Kenya 

2013 
 Azerbaijan 
 Bulgaria 
 Czech Republic 
 Slovenia 
 Uganda 
 Uruguay 

 
 
2014 

 Thailand 

2015 
 Canada    
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File name: 5_Clinical Filing Checklist for NDA_BLA or Supplement 010908
1

NDA/BLA Number: 020687 Applicant: Danco Labs Stamp Date: May 29, 2015

Drug Name: Mifeprex 
(Mifepristone) 

NDA/BLA Type: supplement 
#020

On initial overview of the NDA/BLA application for filing:

Content Parameter Yes No NA Comment
FORMAT/ORGANIZATION/LEGIBILITY
1. Identify the general format that has been used for this 

application, e.g. electronic CTD.
x Paper submission.

2. On its face, is the clinical section organized in a manner to 
allow substantive review to begin?

x

3. Is the clinical section indexed (using a table of contents) 
and paginated in a manner to allow substantive review to 
begin? 

x

4. For an electronic submission, is it possible to navigate the 
application in order to allow a substantive review to begin 
(e.g., are the bookmarks adequate)?

x

5. Are all documents submitted in English or are English 
translations provided when necessary?

x

6. Is the clinical section legible so that substantive review can 
begin?

x

LABELING
7. Has the applicant submitted the design of the development 

package and draft labeling in electronic format consistent 
with current regulation, divisional, and Center policies?

x

SUMMARIES
8. Has the applicant submitted all the required discipline 

summaries (i.e., Module 2 summaries)?
x The applicant has not 

provided module 2 
summaries as this is an 
NDA based on 
published literature. 
The applicant has 
provided a 
justification 
summarizing the 
evidence of safety and 
efficacy for the 
proposed changes.

9. Has the applicant submitted the integrated summary of 
safety (ISS)?

x See comment for 8.

10. Has the applicant submitted the integrated summary of 
efficacy (ISE)?

x See comment for 8.

11. Has the applicant submitted a benefit-risk analysis for the 
product?

x Scientific justification-
30 pg document 

12. Indicate if the Application is a 505(b)(1) or a 505(b)(2).  x (b) (2)
505(b)(2) Applications
13. If appropriate, what is the reference drug? X
14. Did the applicant provide a scientific bridge demonstrating 

the relationship between the proposed product and the 
referenced product(s)/published literature?

x The sponsor provides 
a bridge from the 
approved product to 
the proposed changes, 
with literature based 
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Content Parameter Yes No NA Comment
on both the approved 
product and the 
proposed regimen.

15. Describe the scientific bridge (e.g., BA/BE studies) x See #14.
DOSE
16. If needed, has the applicant made an appropriate attempt to 

determine the correct dosage and schedule for this product 
(i.e., appropriately designed dose-ranging studies)?
Study Number:
Many articles from the published medical literature.
      Study Title:
    Sample Size:                                        Arms:
Location in submission:

x

EFFICACY
17. Do there appear to be the requisite number of adequate and 

well-controlled studies in the application?

Pivotal Study #1
                                                        Indication:

Pivotal Study #2
                                                        Indication:

x The applicant provides 
54 articles total, with 
32 specifically on 
efficacy of the 
proposed regimen. 
These include 
controlled trials, meta-
analyses, 
observational and 
retrospective studies.

18. Do all pivotal efficacy studies appear to be adequate and 
well-controlled within current divisional policies (or to the 
extent agreed to previously with the applicant by the 
Division) for approvability of this product based on 
proposed draft labeling?

x

19. Do the endpoints in the pivotal studies conform to previous 
Agency commitments/agreements?  Indicate if there were 
not previous Agency agreements regarding 
primary/secondary endpoints.

x

20. Has the application submitted a rationale for assuming the 
applicability of foreign data to U.S. population/practice of 
medicine in the submission?

x The applicant provides 
54 articles total. 46 are 
studies (trials, 
retrospective, 
observational studies) 
and of these 17 are 
foreign. There are also 
3 metanalyses which 
include foreign 
studies.

SAFETY
21. Has the applicant presented the safety data in a manner 

consistent with Center guidelines and/or in a manner 
previously requested by the Division?

x The applicant provides 
21 articles with 
information on safety, 
specifically on the 
serious adverse events 
of interest 
(hospitalization, 
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Content Parameter Yes No NA Comment
transfusion, infection 
requiring IV 
antibiotics, death). 
There are another 5
articles with limited 
safety information and 
6 articles with safety 
information, but using 
different dosing 
regimens (e.g. not the 
approved or proposed 
new regimen).

22. Has the applicant submitted adequate information to assess 
the arythmogenic potential of the product (e.g., QT interval 
studies, if needed)?

x

23. Has the applicant presented a safety assessment based on all 
current worldwide knowledge regarding this product?

x

24. For chronically administered drugs, have an adequate 
number of patients (based on ICH guidelines for exposure1) 
been exposed at the dose (or dose range) believed to be 
efficacious?

x

25. For drugs not chronically administered (intermittent or 
short course), have the requisite number of patients been 
exposed as requested by the Division?

x

26. Has the applicant submitted the coding dictionary2 used for 
mapping investigator verbatim terms to preferred terms?

x There is no mapping 
of investigator terms 
to preferred terms. 
AE’s were variably 
ascertained; 21 studies 
include data on SAE’s
of interest, 7 have 
limited safety 
information, 6 have 
safety information on 
the approved dosing 
regimen. Some 7 
studies report no 
safety information. 

27. Has the applicant adequately evaluated the safety issues that 
are known to occur with the drugs in the class to which the 
new drug belongs?

x

28. Have narrative summaries been submitted for all deaths and 
adverse dropouts (and serious adverse events if requested 
by the Division)?

x As of 7/16/15, there is 
one reported death; a 
complete report will 
be forthcoming. This 

                                                
1 For chronically administered drugs, the ICH guidelines recommend 1500 patients overall, 300-600 
patients for six months, and 100 patients for one year. These exposures MUST occur at the dose or dose 
range believed to be efficacious.
2 The “coding dictionary” consists of a list of all investigator verbatim terms and the preferred terms to 
which they were mapped. It is most helpful if this comes in as a SAS transport file so that it can be sorted
as needed; however, if it is submitted as a PDF document, it should be submitted in both directions 
(verbatim -> preferred and preferred -> verbatim).
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Content Parameter Yes No NA Comment
is not part of the 
presently submitted 
application.

OTHER STUDIES
29. Has the applicant submitted all special studies/data 

requested by the Division during pre-submission 
discussions?

x

30. For Rx-to-OTC switch and direct-to-OTC applications, are 
the necessary consumer behavioral studies included (e.g., 
label comprehension, self selection and/or actual use)?

x

PEDIATRIC USE
31. Has the applicant submitted the pediatric assessment, or 

provided documentation for a waiver and/or deferral?
x The applicant 

requested a partial 
waiver for patients 
<12 and a waiver for 
patients 12-17, based 
on data from one study 
which included 322 
subjects <17 years old.

ABUSE LIABILITY
32. If relevant, has the applicant submitted information to 

assess the abuse liability of the product?
x

FOREIGN STUDIES
33. Has the applicant submitted a rationale for assuming the 

applicability of foreign data in the submission to the U.S. 
population?

X 29/46 studies are US 
data, 17 are based on 
foreign data.

DATASETS
34. Has the applicant submitted datasets in a format to allow 

reasonable review of the patient data? 
x NDA relies upon 

published studies; 
datasets were not 
provided.

35. Has the applicant submitted datasets in the format agreed to 
previously by the Division?

x

36. Are all datasets for pivotal efficacy studies available and 
complete for all indications requested?

x

37. Are all datasets to support the critical safety analyses 
available and complete?

x

38. For the major derived or composite endpoints, are all of the 
raw data needed to derive these endpoints included? 

x

CASE REPORT FORMS
39. Has the applicant submitted all required Case Report Forms 

in a legible format (deaths, serious adverse events, and 
adverse dropouts)?

x NDA relies upon 
published studies; 
CRFs were not 
provided.

40. Has the applicant submitted all additional Case Report 
Forms (beyond deaths, serious adverse events, and adverse 
drop-outs) as previously requested by the Division?

x

FINANCIAL DISCLOSURE
41. Has the applicant submitted the required Financial 

Disclosure information?
X

GOOD CLINICAL PRACTICE
42. Is there a statement of Good Clinical Practice; that all 

clinical studies were conducted under the supervision of an 
x
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Content Parameter Yes No NA Comment
IRB and with adequate informed consent procedures?

IS THE CLINICAL SECTION OF THE APPLICATION FILEABLE? ___yes_____

If the Application is not fileable from the clinical perspective, state the reasons and provide 
comments to be sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-
day letter.

There is one review issue which will need to be addressed.  
The proposed label contains information from the original studies and not from the 
studies supporting the new dosing regimen and the other proposed changes (e.g., 
including healthcare providers prescribing Mifeprex and home use of misoprostol).  The 
Sponsor will need to update the proposed label.

7/16/15
Reviewing Medical Officers Date

7/16/15
Date

Reference ID: 3793577

(b) (6)

(b) (6)

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 142 of 339



---------------------------------------------------------------------------------------------------------

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

---------------------------------------------------------------------------------------------------------
/s/

----------------------------------------------------

07/16/2015

07/17/2015

07/17/2015

Reference ID: 3793577

(b) (6)

(b) (6)

(b) (6)

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 143 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 144 of 339



 
 

 
 
 

   
 

                      

   
 

 
 

 

   

   
 

 
  

  
 

    
 

 
     

 
 

 
     

 
  

     
 
 

      
 

   
 

     
   

 
    

 
   

Initial REMS approval:  06/2011� 

Most recent modification:  03/2016� 

NDA 020687 MIFEPREX® (mifepristone) Tablets, 200 mg 

Antiprogestational Synthetic Steroid 

Danco Laboratories, LLC  �
PO Box 4816  �

New York, NY 10185  �

RISK EVALUATION AND MITIGATION STRATEGY (REMS) 

I.� GOAL 

The goal of the Mifeprex REMS is to mitigate the risk of serious complications� 
associated with Mifeprex by:� 

a)� Requiring healthcare providers who prescribe Mifeprex to be certified in the 
Mifeprex REMS Program. 

b)� Ensuring that Mifeprex is only dispensed in certain healthcare settings by or under 
the supervision of a certified prescriber. 

c)� Informing patients about the risk of serious complications associated with Mifeprex 

II.� REMS ELEMENTS 

A. Elements to Assure Safe Use 

1. � Healthcare providers who prescribe Mifeprex must be specially certified. 

a.� To become specially certified to prescribe Mifeprex, healthcare providers must: 

i.� Review the Prescribing Information for Mifeprex. 

ii.� Complete the Prescriber Agreement Form. By signing the Prescriber 
Agreement Form, prescribers agree that: 

1)� They have the following qualifications: 

a) Ability to assess the duration of pregnancy accurately 
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ii.� Ensure that Mifeprex is not distributed to or dispensed through retail 
pharmacies or other settings not described above. 

3. Mifeprex must be dispensed to patients with evidence or other documentation of safe use 
conditions. 

a. The patient must sign a Patient Agreement Form indicating that she has: 
i.� Received, read and been provided a copy of the Patient Agreement Form. 
ii.� Received counseling from the prescriber regarding the risk of serious 

complications associated with Mifeprex. 

B.� Implementation System 

1.� Danco Laboratories must ensure that Mifeprex is only distributed to clinics, medical offices 
and hospitals by or under the supervision of a certified prescriber by: 

a.� Ensuring that distributors who distribute Mifeprex comply with the program 
requirements for distributors.  The distributors must: 

i.� Put processes and procedures in place to: 

a.� Complete the healthcare provider certification process upon receipt of 
the Prescriber Agreement Form. 

b.� Notify healthcare providers when they have been certified by the 
Mifeprex REMS Program. 

c.� Ship Mifeprex only to clinics, medical offices, and hospitals identified 
by certified prescribers in the signed Prescriber Agreement Form. 

d.� Not ship Mifeprex to prescribers who become de-certified from the 
Mifeprex Program. 

e.� Provide the Prescribing Information and Prescriber Agreement Form to 
healthcare providers who (1) attempt to order Mifeprex and are not yet 
certified, or (2) inquire about how to become certified. 

ii.� Put processes and procedures in place to maintain a distribution system that is 
secure, confidential and follows all processes and procedures, including those 
for storage, handling, shipping, tracking package serial numbers, proof of 
delivery and controlled returns of Mifeprex. 

iii.� Train all relevant staff on the Mifeprex REMS Program requirements. 

iv.� Comply with audits by Danco Laboratories, FDA or a third party acting on 
behalf of Danco Laboratories or FDA to ensure that all processes and 
procedures are in place and are being followed for the Mifeprex REMS 
Program.  In addition, distributors must maintain appropriate documentation and 
make it available for audits. 

b.� Ensuring that distributors maintain secure and confidential distribution records of all 
shipments of Mifeprex. 
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2.� Danco Laboratories must monitor distribution data to ensure compliance with the REMS 
Program. 

3.� Danco Laboratories must audit new distributors within 90 calendar days after the distributor is 
authorized to ensure that all processes and procedures are in place and functioning to support 
the requirements of the Mifeprex REMS Program. Danco Laboratories will take steps to 
address distributor compliance if noncompliance is identified. 

4.� Danco Laboratories must take reasonable steps to improve implementation of and compliance 
with the requirements of the Mifeprex REMS Program based on monitoring and assessment of 
the Mifeprex REMS Program. 

5.� Danco Laboratories must report to FDA any death associated with Mifeprex whether or not 
considered drug-related, as soon as possible but no later than 15 calendar days from the initial 
receipt of the information by the applicant. This requirement does not affect the applicant's 
other reporting and follow-up requirements under FDA regulations. 

C. Timetable for Submission of Assessments 

Danco Laboratories must submit REMS assessments to FDA one year from the date of the initial 
approval of the REMS (06/08/2011) and every three years thereafter.  To facilitate inclusion of as 
much information as possible while allowing reasonable time to prepare the submission, the 
reporting interval covered by each assessment should conclude no earlier than 60 days before the 
submission date for that assessment.  Danco Laboratories must submit each assessment so that it 
will be received by the FDA on or before the due date. 

Reference ID: 3909592 

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 148 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 149 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 150 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 151 of 339



---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

(b) (6)

03/29/2016� 

Reference ID: 3909592 

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 152 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 153 of 339









































Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 173 of 339









Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 177 of 339















---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

03/29/2016

Reference ID: 3909592

(b) (6)

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 184 of 339



������������������

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 185 of 339





Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 187 of 339











Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 192 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 193 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 194 of 339







Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 197 of 339















Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 204 of 339

















Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 212 of 339





Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 214 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 215 of 339















Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 222 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 223 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 224 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 225 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 226 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 227 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 228 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 229 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 230 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 231 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 232 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 233 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 234 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 235 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 236 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 237 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 238 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 239 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 240 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 241 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 242 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 243 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 244 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 245 of 339





---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

03/29/2016

03/29/2016

Reference ID: 3909593

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 247 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 248 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 249 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 250 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 251 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 252 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 253 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 254 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 255 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 256 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 257 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 258 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 259 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 260 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 261 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 262 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 263 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 264 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 265 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 266 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 267 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 268 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 269 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 270 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 271 of 339



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

04/06/2016
This table was inadvertently truncated when appended to my original CDTL review and is included
here for completeness.

Reference ID: 3913200

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 272 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 273 of 339



CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
��

APPLICATION NUMBER:��

 
020687Orig1s020 

 

 
SUMMARY REVIEW 

��
��

��
� � � �

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 274 of 339



 1 

 
 
 
����������������������������������������������������������������
��
��
��

�6�X�P�P�D�U�\���5�H�Y�L�H�Z���I�R�U���5�H�J�X�O�D�W�R�U�\���$�F�W�L�R�Q��
��
�'�D�W�H�� �0�D�U�F�K��������������������
�6�X�E�M�H�F�W�� �6�X�P�P�D�U�\���5�H�Y�L�H�Z��
�1�'�$�������6�X�S�S�O�H�P�H�Q�W������ �������������6����������
�$�S�S�O�L�F�D�Q�W���Q�D�P�H�� �'�D�Q�F�R���/�D�E�R�U�D�W�R�U�L�H�V�����/�/�&��
�'�D�W�H���R�I���V�X�E�P�L�V�V�L�R�Q���� �0�D�\��������������������
�'�D�W�H���R�I���V�X�E�P�L�V�V�L�R�Q���U�H�F�H�L�S�W�� �0�D�\��������������������
�3�'�8�)�$���J�R�D�O���G�D�W�H�� �0�D�U�F�K��������������������
�3�U�R�S�U�L�H�W�D�U�\���Q�D�P�H���H�V�W�D�E�O�L�V�K�H�G���Q�D�P�H�� �0�L�I�H�S�U�H�[���P�L�I�H�S�U�L�V�W�R�Q�H��
�'�R�V�D�J�H���I�R�U�P���V�W�U�H�Q�J�W�K�� �2�U�D�O���W�D�E�O�H�W�����������P�J��
�'�R�V�D�J�H���U�H�J�L�P�H�Q�� �0�L�I�H�S�U�H�[�����������P�J���W�D�E�O�H�W���R�U�D�O�O�\���I�R�O�O�R�Z�H�G���L�Q��������������

�K�R�X�U�V���E�\�����������P�F�J���E�X�F�F�D�O���P�L�V�R�S�U�R�V�W�R�O��
�3�U�R�S�R�V�H�G���L�Q�G�L�F�D�W�L�R�Q�� �0�L�I�H�S�U�H�[���L�V���D���S�U�R�J�H�V�W�L�Q���D�Q�W�D�J�R�Q�L�V�W���L�Q�G�L�F�D�W�H�G�����L�Q���D��

�U�H�J�L�P�H�Q���Z�L�W�K���P�L�V�R�S�U�R�V�W�R�O�����I�R�U���W�K�H���P�H�G�L�F�D�O��
�W�H�U�P�L�Q�D�W�L�R�Q���R�I���L�Q�W�U�D�X�W�H�U�L�Q�H���S�U�H�J�Q�D�Q�F�\���W�K�U�R�X�J�K��������
�G�D�\�V���J�H�V�W�D�W�L�R�Q��

�$�F�W�L�R�Q�� �$�S�S�U�R�Y�D�O��
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12. Labeling 
13. Decision/Action/Risk Benefit Assessment 
 
1. Introduction 
 
�'�D�Q�F�R���/�D�E�R�U�D�W�R�U�L�H�V�����/�/�&�����U�H�I�H�U�U�H�G���W�R���K�H�U�H�D�I�W�H�U���D�V���W�K�H���$�S�S�O�L�F�D�Q�W�����V�X�E�P�L�W�W�H�G���D�Q���H�I�I�L�F�D�F�\��
�V�X�S�S�O�H�P�H�Q�W�����6�������������W�R���1�'�$���������������I�R�U���0�L�I�H�S�U�H�[�����P�L�I�H�S�U�L�V�W�R�Q�H�������7�K�H���$�S�S�O�L�F�D�Q�W���V�R�X�J�K�W��
�W�K�H���I�R�O�O�R�Z�L�Q�J���F�K�D�Q�J�H�V���W�R���L�W�V���D�S�S�U�R�Y�H�G���D�S�S�O�L�F�D�W�L�R�Q��������

���� �����'�H�F�U�H�D�V�H���P�L�I�H�S�U�L�V�W�R�Q�H���G�R�V�H���I�U�R�P�����������W�R�����������P�J����
�I�R�O�O�R�Z�H�G���E�\���P�L�V�R�S�U�R�V�W�R�O���D�W���D���G�R�V�H���L�Q�F�U�H�D�V�H�G���I�U�R�P�����������P�F�J���W�R�����������P�F�J����
�D�G�P�L�Q�L�V�W�H�U�H�G���E�X�F�F�D�O�O�\���L�Q�V�W�H�D�G���R�I���R�U�D�O�O�\�����V�H�H���E�H�O�R�Z����
�x �'�D�\���2�Q�H�����0�L�I�H�S�U�H�[���$�G�P�L�Q�L�V�W�U�D�W�L�R�Q�����R�U�D�O����
�� �2�Q�H�����������P�J���W�D�E�O�H�W���R�I���0�L�I�H�S�U�H�[���L�V���W�D�N�H�Q���L�Q���D���V�L�Q�J�O�H���R�U�D�O���G�R�V�H��
�x �$�I�W�H�U���D���������������K�R�X�U���L�Q�W�H�U�Y�D�O�����0�L�V�R�S�U�R�V�W�R�O���$�G�P�L�Q�L�V�W�U�D�W�L�R�Q�����E�X�F�F�D�O�����P�L�Q�L�P�X�P��

�������K�R�X�U���L�Q�W�H�U�Y�D�O���E�H�W�Z�H�H�Q���0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O����
�� �)�R�X�U�����������P�F�J���W�D�E�O�H�W�V�����W�R�W�D�O���G�R�V�H�������������P�F�J�����R�I���P�L�V�R�S�U�R�V�W�R�O���D�U�H���W�D�N�H�Q���E�\���W�K�H��
�� �E�X�F�F�D�O���U�R�X�W�H��
��

���� �5�H�P�R�Y�D�O���R�I���W�K�H���L�Q�V�W�U�X�F�W�L�R�Q���W�K�D�W���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O���P�X�V�W���E�H���G�R�Q�H���L�Q��
�F�O�L�Q�L�F�����W�R���D�O�O�R�Z���I�R�U���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���D�W���K�R�P�H���R�U���R�W�K�H�U���O�R�F�D�W�L�R�Q���F�R�Q�Y�H�Q�L�H�Q�W���I�R�U���W�K�H��
�Z�R�P�D�Q����

���� �$�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O���D�W���������������K�R�X�U�V���L�Q�V�W�H�D�G���R�I���������K�R�X�U�V���D�I�W�H�U���0�L�I�H�S�U�H�[��
���� �)�R�O�O�R�Z���X�S�����D�O�W�K�R�X�J�K���V�W�L�O�O���Q�H�H�G�H�G�����Q�R�W���U�H�V�W�U�L�F�W�H�G���W�R���L�Q���F�O�L�Q�L�F���D�W���������G�D�\�V���D�I�W�H�U��

�0�L�I�H�S�U�H�[��
���� �,�Q�F�U�H�D�V�H���L�Q���W�K�H���P�D�[�L�P�X�P���J�H�V�W�D�W�L�R�Q�D�O���D�J�H���I�U�R�P���������G�D�\�V���W�R���������G�D�\�V��
���� �&�K�D�Q�J�H���R�I���W�K�H���O�D�E�H�O�H�G���W�L�P�H���I�R�U���H�[�S�H�F�W�H�G���H�[�S�X�O�V�L�R�Q���R�I���S�U�H�J�Q�D�Q�F�\���I�U�R�P�������������K�R�X�U�V��

�W�R�������������K�R�X�U�V���S�R�V�W���P�L�V�R�S�U�R�V�W�R�O���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q������
���� �$�G�G�L�W�L�R�Q���W�K�D�W���D���U�H�S�H�D�W�����������P�F�J���E�X�F�F�D�O���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O���P�D�\���E�H���X�V�H�G���L�I���Q�H�H�G�H�G��
���� �&�K�D�Q�J�H���R�I���³�S�K�\�V�L�F�L�D�Q�´���W�R���³�K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�´���L�Q���W�K�H���O�D�E�H�O���D�Q�G���5�L�V�N���(�Y�D�O�X�D�W�L�R�Q��

�D�Q�G���0�L�W�L�J�D�W�L�R�Q���6�W�U�D�W�H�J�L�H�V�����5�(�0�6�����G�R�F�X�P�H�Q�W����
���� �&�K�D�Q�J�H���L�Q���W�K�H���L�Q�G�L�F�D�W�L�R�Q���V�W�D�W�H�P�H�Q�W���W�R���D�G�G���U�H�I�H�U�H�Q�F�H���W�R���X�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O����

�³�0�L�I�H�S�U�H�[���L�V���L�Q�G�L�F�D�W�H�G�����L�Q���D���U�H�J�L�P�H�Q���Z�L�W�K���P�L�V�R�S�U�R�V�W�R�O�����I�R�U���W�K�H���P�H�G�L�F�D�O���W�H�U�P�L�Q�D�W�L�R�Q��
�R�I���S�U�H�J�Q�D�Q�F�\���W�K�U�R�X�J�K���������G�D�\�V���J�H�V�W�D�W�L�R�Q���´����

������ �5�H�P�R�Y�D�O���R�I���U�H�I�H�U�H�Q�F�H�V���W�R���³�X�Q�G�H�U���)�H�G�H�U�D�O���O�D�Z�´���I�U�R�P���W�K�H���3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W��
�X�Q�G�H�U���W�K�H���5�(�0�6��
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������ �/�D�E�H�O�L�Q�J���F�K�D�Q�J�H�V���D�G�G�U�H�V�V�L�Q�J���W�K�H���S�H�G�L�D�W�U�L�F���U�H�T�X�L�U�H�P�H�Q�W�V���X�Q�G�H�U���W�K�H���3�H�G�L�D�W�U�L�F��
�5�H�V�H�D�U�F�K���(�T�X�L�W�\���$�F�W����

��
�7�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���V�X�E�P�L�V�V�L�R�Q���L�Q�F�O�X�G�H�V���L�Q�I�R�U�P�D�W�L�R�Q���I�U�R�P���S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V�����U�H�Y�L�H�Z��
�D�U�W�L�F�O�H�V���D�Q�G���D�G�G�L�W�L�R�Q�D�O���L�Q�I�R�U�P�D�W�L�R�Q���I�U�R�P���W�K�H���D�X�W�K�R�U�V���R�I���V�R�P�H���R�I���W�K�H���S�X�E�O�L�F�D�W�L�R�Q�V�����7�K�H�V�H��
�S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���H�Y�D�O�X�D�W�H�G���U�H�S�U�R�G�X�F�W�L�Y�H���D�J�H���Z�R�P�H�Q���L�Q���W�K�H���8���6�����D�Q�G���R�X�W�V�L�G�H���W�K�H���8���6�����Z�K�R��
�K�D�G���H�D�U�O�\���P�H�G�L�F�D�O���W�H�U�P�L�Q�D�W�L�R�Q���Z�L�W�K���P�L�I�H�S�U�L�V�W�R�Q�H�����L�Q���D���U�H�J�L�P�H�Q���Z�L�W�K���P�L�V�R�S�U�R�V�W�R�O����
�L�Q�F�O�X�G�L�Q�J���Z�R�P�H�Q���X�S���W�K�U�R�X�J�K���������G�D�\�V���R�I���J�H�V�W�D�W�L�R�Q������
��
�7�K�L�V���P�H�P�R�U�D�Q�G�X�P���V�H�U�Y�H�V���D�V���W�K�H���'�L�Y�L�V�L�R�Q�¶�V���G�H�F�L�V�L�R�Q�D�O���P�H�P�R�U�D�Q�G�X�P���I�R�U���W�K�H���H�I�I�L�F�D�F�\��
�V�X�S�S�O�H�P�H�Q�W����
��
2. Background 
  
�7�K�H���D�F�W�L�Y�H���L�Q�J�U�H�G�L�H�Q�W���R�I���0�L�I�H�S�U�H�[�����P�L�I�H�S�U�L�V�W�R�Q�H�����L�V���D���S�U�R�J�H�V�W�L�Q���D�Q�W�D�J�R�Q�L�V�W�������0�L�I�H�S�U�H�[�����L�Q���D��
�U�H�J�L�P�H�Q���Z�L�W�K���P�L�V�R�S�U�R�V�W�R�O�����L�V���D�S�S�U�R�Y�H�G���I�R�U���W�K�H���P�H�G�L�F�D�O���W�H�U�P�L�Q�D�W�L�R�Q���R�I���S�U�H�J�Q�D�Q�F�\���X�S��
�W�K�U�R�X�J�K���������G�D�\�V�¶���J�H�V�W�D�W�L�R�Q�������7�K�H���D�S�S�U�R�Y�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���L�V���F�X�U�U�H�Q�W�O�\���O�D�E�H�O�H�G���D�V���I�R�O�O�R�Z�V������

�x �'�D�\���������7�K�H���S�D�W�L�H�Q�W���W�D�N�H�V���W�K�U�H�H�����������P�J���W�D�E�O�H�W�V���R�I���0�L�I�H�S�U�H�[���L�Q���D���V�L�Q�J�O�H���R�U�D�O���G�R�V�H���L�Q��
�W�K�H���F�O�L�Q�L�F�����P�H�G�L�F�D�O���R�I�I�L�F�H�����R�U���K�R�V�S�L�W�D�O������

�x �'�D�\���������7�K�H���S�D�W�L�H�Q�W���U�H�W�X�U�Q�V���W�R���W�K�H���F�O�L�Q�L�F�����P�H�G�L�F�D�O���R�I�I�L�F�H�����R�U���K�R�V�S�L�W�D�O���D�Q�G���W�D�N�H�V���W�Z�R��
���������P�F�J���W�D�E�O�H�W�V���R�I���P�L�V�R�S�U�R�V�W�R�O���R�U�D�O�O�\����

�x �'�D�\�����������7�K�H���S�D�W�L�H�Q�W���U�H�W�X�U�Q�V���I�R�U���D���I�R�O�O�R�Z���X�S���Y�L�V�L�W���W�R���F�R�Q�I�L�U�P���W�K�D�W���D���F�R�P�S�O�H�W�H��
�W�H�U�P�L�Q�D�W�L�R�Q���K�D�V���R�F�F�X�U�U�H�G����

��
�$�W���W�K�H���W�L�P�H���R�I���W�K�H���6�H�S�W�H�P�E�H�U���������������D�S�S�U�R�Y�D�O�����)�'�$���U�H�V�W�U�L�F�W�H�G���G�L�V�W�U�L�E�X�W�L�R�Q���R�I���0�L�I�H�S�U�H�[��
�X�Q�G�H�U���������&�)�5���������������������U�H�T�X�L�U�L�Q�J���W�K�D�W���0�L�I�H�S�U�H�[���E�H���G�L�V�S�H�Q�V�H�G���R�Q�O�\���E�\���R�U���X�Q�G�H�U���W�K�H��
�V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���S�K�\�V�L�F�L�D�Q���Z�K�R���P�H�H�W�V���F�H�U�W�D�L�Q���T�X�D�O�L�I�L�F�D�W�L�R�Q�V�������:�L�W�K���W�K�H���S�D�V�V�D�J�H���R�I��
�)�'�$�$�$���L�Q���������������0�L�I�H�S�U�H�[���Z�D�V���G�H�H�P�H�G���W�R���K�D�Y�H���L�Q���H�I�I�H�F�W���D�Q���D�S�S�U�R�Y�H�G���5�(�0�6�����7�K�H��
�$�S�S�O�L�F�D�Q�W���V�X�E�P�L�W�W�H�G���D���I�R�U�P�D�O���5�(�0�6�����Z�K�L�F�K���Z�D�V���D�S�S�U�R�Y�H�G���R�Q���-�X�Q�H�������������������D�Q�G���F�R�Q�V�L�V�W�H�G��
�R�I���W�K�H���I�R�O�O�R�Z�L�Q�J�����D���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H�����H�O�H�P�H�Q�W�V���W�R���D�V�V�X�U�H���V�D�I�H���X�V�H�����(�7�$�6�8���$���>�V�S�H�F�L�D�O��
�F�H�U�W�L�I�L�F�D�W�L�R�Q���R�I���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�R���S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[�@�����(�7�$�6�8���&���>�G�L�V�S�H�Q�V�L�Q�J��
�R�Q�O�\���L�Q���F�H�U�W�D�L�Q���K�H�D�O�W�K�F�D�U�H���V�H�W�W�L�Q�J�V�@�����D�Q�G���(�7�$�6�8���'���>�V�D�I�H���X�V�H���F�R�Q�G�L�W�L�R�Q���R�I���D���V�L�J�Q�H�G���3�D�W�L�H�Q�W��
�$�J�U�H�H�P�H�Q�W�@�������D�Q���L�P�S�O�H�P�H�Q�W�D�W�L�R�Q���V�\�V�W�H�P���D�Q�G���D���W�L�P�H�W�D�E�O�H���I�R�U���D�V�V�H�V�V�P�H�Q�W�V�����7�K�H���J�R�D�O�V���R�I���W�K�H��
�5�(�0�6���Z�H�U�H���������7�R���S�U�R�Y�L�G�H���L�Q�I�R�U�P�D�W�L�R�Q���W�R���S�D�W�L�H�Q�W�V���D�E�R�X�W���W�K�H���E�H�Q�H�I�L�W�V���D�Q�G���U�L�V�N�V���R�I��
�0�L�I�H�S�U�H�[���E�H�I�R�U�H���W�K�H�\���P�D�N�H���D���G�H�F�L�V�L�R�Q���Z�K�H�W�K�H�U���W�R���W�D�N�H���W�K�H���G�U�X�J���D�Q�G���������7�R���P�L�Q�L�P�L�]�H���W�K�H��
�U�L�V�N���R�I���V�H�U�L�R�X�V���F�R�P�S�O�L�F�D�W�L�R�Q�V���E�\���U�H�T�X�L�U�L�Q�J���S�U�H�V�F�U�L�E�H�U�V���W�R���F�H�U�W�L�I�\���W�K�D�W���W�K�H�\���D�U�H���T�X�D�O�L�I�L�H�G���W�R��
�S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[���D�Q�G���D�U�H���D�E�O�H���W�R���D�V�V�X�U�H���S�D�W�L�H�Q�W���D�F�F�H�V�V���W�R���D�S�S�U�R�S�U�L�D�W�H���P�H�G�L�F�D�O���I�D�F�L�O�L�W�L�H�V��
�W�R���P�D�Q�D�J�H���D�Q�\���F�R�P�S�O�L�F�D�W�L�R�Q�V�����7�K�H���5�(�0�6���I�R�U���0�L�I�H�S�U�H�[���L�Q�F�R�U�S�R�U�D�W�H�G���W�K�H���U�H�V�W�U�L�F�W�L�R�Q�V��
�X�Q�G�H�U���Z�K�L�F�K���W�K�H���G�U�X�J���Z�D�V���R�U�L�J�L�Q�D�O�O�\���D�S�S�U�R�Y�H�G������
��
�6�L�Q�F�H���������������W�K�H���$�S�S�O�L�F�D�Q�W���K�D�V���V�X�E�P�L�W�W�H�G���W�Z�R���5�(�0�6���D�V�V�H�V�V�P�H�Q�W���U�H�S�R�U�W�V�������7�K�H���$�J�H�Q�F�\��
�U�H�Y�L�H�Z���R�I���W�K�H�V�H���U�H�S�R�U�W�V���G�H�W�H�U�P�L�Q�H�G���W�K�D�W���W�K�H���5�(�0�6���J�R�D�O�V���Z�H�U�H���E�H�L�Q�J���P�H�W���D�Q�G���W�K�D�W���Q�R��
�P�R�G�L�I�L�F�D�W�L�R�Q�V���Z�H�U�H���U�H�T�X�L�U�H�G���W�R���W�K�H���5�(�0�6���D�W���W�K�D�W���W�L�P�H��������
��
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�)�'�$���K�H�O�G���D���S�U�H���1�'�$���P�H�H�W�L�Q�J���Z�L�W�K���W�K�H���$�S�S�O�L�F�D�Q�W���R�Q���-�D�Q�X�D�U�\�����������������������W�R���G�L�V�F�X�V�V��
�S�U�R�S�R�V�H�G���O�D�E�H�O�L�Q�J���D�Q�G���5�(�0�6���F�K�D�Q�J�H�V���W�R���E�H���V�X�E�P�L�W�W�H�G���L�Q���W�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W�������7�K�H�V�H��
�F�K�D�Q�J�H�V���Z�H�U�H���V�X�E�P�L�W�W�H�G���Z�L�W�K���W�K�H���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W��������
��
�7�K�H���$�S�S�O�L�F�D�Q�W���V�X�E�P�L�W�W�H�G���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H���D�Q�G���V�X�S�S�R�U�W�L�Y�H���L�Q�I�R�U�P�D�W�L�R�Q���W�R���V�X�S�S�R�U�W��
�F�K�D�Q�J�H�V���W�R���W�K�H���G�R�V�H�����G�R�V�L�Q�J���U�H�J�L�P�H�Q�����J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����U�H�Y�L�V�L�R�Q�V���W�R���O�D�E�H�O�L�Q�J�����P�R�G�L�I�L�F�D�W�L�R�Q�V��
�W�R���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W�����D�Q�G���W�R���D�G�G�U�H�V�V���3�5�(�$���U�H�T�X�L�U�H�P�H�Q�W�V�������7�K�H���$�J�H�Q�F�\���D�F�F�H�S�W�V���W�K�H���X�V�H��
�R�I���S�H�H�U���U�H�Y�L�H�Z�H�G���O�L�W�H�U�D�W�X�U�H���D�V���S�U�L�P�D�U�\���G�D�W�D���I�R�U���D�Q���D�S�S�O�L�F�D�W�L�R�Q���X�Q�G�H�U���W�K�H���I�U�D�P�H�Z�R�U�N���R�I���D��
���������E�����������D�S�S�O�L�F�D�W�L�R�Q������

 
3. CMC 
��
�1�R���Q�H�Z���&�0�&���L�Q�I�R�U�P�D�W�L�R�Q���Z�D�V���V�X�E�P�L�W�W�H�G���Z�L�W�K���W�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W�����7�K�H���&�0�&���W�H�D�P��
�G�H�W�H�U�P�L�Q�H�G���Q�R���D�G�G�L�W�L�R�Q�D�O���U�H�Y�L�H�Z���R�U���L�Q�V�S�H�F�W�L�R�Q�V���Z�H�U�H���U�H�T�X�L�U�H�G�����7�K�H���&�0�&���W�H�D�P���F�R�P�S�O�H�W�H�G��
�D���U�H�Y�L�H�Z���R�I���W�K�H���O�D�E�H�O�L�Q�J���D�Q�G���I�R�X�Q�G���W�K�H���&�0�&���V�H�F�W�L�R�Q�V���R�I���O�D�E�H�O�L�Q�J�����V�H�F�W�L�R�Q�V���������������D�Q�G����������
�D�F�F�H�S�W�D�E�O�H�����6�H�H���U�H�Y�L�H�Z���G�D�W�H�G���0�D�U�F�K���������������������������7�K�H���&�0�&���U�H�Y�L�H�Z���W�H�D�P���U�H�F�R�P�P�H�Q�G�V��
�D�S�S�U�R�Y�D�O���R�I���W�K�H���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W�����U�H�I�H�U���D�O�V�R���W�R���W�K�H���&�0�&���U�H�Y�L�H�Z���R�I���W�K�H���V�H�S�D�U�D�W�H��
�V�X�S�S�O�H�P�H�Q�W���S�U�R�S�R�V�L�Q�J���D���V�L�Q�J�O�H���W�D�E�O�H�W���E�O�L�V�W�H�U���S�D�F�N���I�R�U���0�L�I�H�S�U�H�[�����G�D�W�H�G���-�D�Q�X�D�U�\������������������������
�7�K�H�U�H���D�U�H���Q�R���R�X�W�V�W�D�Q�G�L�Q�J���&�0�&���L�V�V�X�H�V���R�U���S�R�V�W�P�D�U�N�H�W�L�Q�J���F�R�P�P�L�W�P�H�Q�W�V���R�U���U�H�T�X�L�U�H�P�H�Q�W�V������
 
Comment: On March 10, 2016, a separate CMC supplement was approved that allowed 
the packaging of individual 200 mg tablets of mifepristone; previously packaging 
consisted of three 200 mg tablets per blister pack (a total of 600 mg Mifeprex as 
administered under the originally approved dosing regimen). 
 
4. Nonclinical Pharmacology/Toxicology 
 
�1�R���Q�H�Z���Q�R�Q�F�O�L�Q�L�F�D�O���L�Q�I�R�U�P�D�W�L�R�Q���Z�D�V���V�X�E�P�L�W�W�H�G���L�Q���W�K�L�V���V�X�S�S�O�H�P�H�Q�W�����7�K�H��
�3�K�D�U�P�D�F�R�O�R�J�\���7�R�[�L�F�R�O�R�J�\���W�H�D�P���U�H�Y�L�V�H�G���O�D�E�H�O�L�Q�J���W�R���F�R�Q�I�R�U�P���W�R���W�K�H���3�U�H�J�Q�D�Q�F�\���D�Q�G��
�/�D�F�W�D�W�L�R�Q���/�D�E�H�O�L�Q�J���5�X�O�H�������7�K�H�U�H���D�U�H���Q�R���R�X�W�V�W�D�Q�G�L�Q�J���Q�R�Q�F�O�L�Q�L�F�D�O���L�V�V�X�H�V�������7�K�H��
�3�K�D�U�P�D�F�R�O�R�J�\���7�R�[�L�F�R�O�R�J�\���U�H�Y�L�H�Z���W�H�D�P���U�H�F�R�P�P�H�Q�G�V���D�S�S�U�R�Y�D�O���R�I���W�K�H���H�I�I�L�F�D�F�\��
�V�X�S�S�O�H�P�H�Q�W�����U�H�I�H�U���W�R���W�K�H���3�K�D�U�P�D�F�R�O�R�J�\���7�R�[�L�F�R�O�R�J�\���U�H�Y�L�H�Z���G�D�W�H�G���0�D�U�F�K��������������������
��
5. Clinical Pharmacology 
 
�7�K�H���$�S�S�O�L�F�D�Q�W���G�L�G���Q�R�W���F�R�Q�G�X�F�W���D�Q�\���Q�H�Z���F�O�L�Q�L�F�D�O���S�K�D�U�P�D�F�R�O�R�J�\���V�W�X�G�L�H�V���S�H�U�W�D�L�Q�L�Q�J���W�R���W�K�H��
�S�U�R�S�R�V�H�G�� ���U�H�J�L�P�H�Q�����E�X�W���S�U�R�Y�L�G�H�G���L�Q�I�R�U�P�D�W�L�R�Q���R�Q���S�K�D�U�P�D�F�R�N�L�Q�H�W�L�F�V�����3�.�����R�I��
�P�L�V�R�S�U�R�V�W�R�O���I�R�O�O�R�Z�L�Q�J���Y�D�U�L�R�X�V���U�R�X�W�H�V���R�I���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���������7�K�H���3�.���R�I���W�K�H�����������P�J���0�L�I�H�S�U�H�[��
�W�D�E�O�H�W���K�D�V���Q�R�W���E�H�H�Q���F�K�D�U�D�F�W�H�U�L�]�H�G���L�Q���Z�R�P�H�Q�����E�X�W���G�D�W�D���D�U�H���D�Y�D�L�O�D�E�O�H���L�Q���P�H�Q���D�Q�G���Z�H�U�H��
�V�X�E�P�L�W�W�H�G���L�Q���W�K�H���R�U�L�J�L�Q�D�O���1�'�$�������7�K�H���&�O�L�Q�L�F�D�O���3�K�D�U�P�D�F�R�O�R�J�\���U�H�Y�L�H�Z���W�H�D�P���G�H�W�H�U�P�L�Q�H�G���W�K�D�W��
�W�K�H���3�.���G�D�W�D���Z�H�U�H���D�S�S�U�R�S�U�L�D�W�H���I�R�U���L�Q�F�O�X�V�L�R�Q���L�Q���O�D�E�H�O�L�Q�J���������5�H�Y�L�H�Z���R�I���W�K�H���O�D�E�H�O�L�Q�J���S�H�U�W�L�Q�H�Q�W��
�W�R���W�K�H���&�O�L�Q�L�F�D�O���3�K�D�U�P�D�F�R�O�R�J�\���V�H�F�W�L�R�Q�V���L�V���F�R�P�S�O�H�W�H���D�Q�G���O�D�E�H�O�L�Q�J���U�H�O�H�Y�D�Q�W���W�R��
�S�K�D�U�P�D�F�R�N�L�Q�H�W�L�F�V���D�Q�G���S�K�D�U�P�D�F�R�G�\�Q�D�P�L�F�V���L�V���D�F�F�H�S�W�D�E�O�H�����7�K�H�U�H���D�U�H���Q�R���R�X�W�V�W�D�Q�G�L�Q�J��
�&�O�L�Q�L�F�D�O���3�K�D�U�P�D�F�R�O�R�J�\���L�V�V�X�H�V���R�U���S�R�V�W�P�D�U�N�H�W�L�Q�J���F�R�P�P�L�W�P�H�Q�W�V���R�U���U�H�T�X�L�U�H�P�H�Q�W�V�����7�K�H��
�F�O�L�Q�L�F�D�O���S�K�D�U�P�D�F�R�O�R�J�\���U�H�Y�L�H�Z���W�H�D�P���U�H�F�R�P�P�H�Q�G�V���D�S�S�U�R�Y�D�O���R�I���W�K�H���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W����
�U�H�I�H�U���W�R���W�K�H���&�O�L�Q�L�F�D�O���3�K�D�U�P�D�F�R�O�R�J�\���U�H�Y�L�H�Z���G�D�W�H�G���0�D�U�F�K����������������������
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6. Clinical Microbiology  
 
�1�R�W���D�S�S�O�L�F�D�E�O�H����
 
7. Efficacy/Statistics 
 
�7�K�H���$�S�S�O�L�F�D�Q�W���V�X�E�P�L�W�W�H�G���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H���D�V���W�K�H���S�U�L�P�D�U�\���H�Y�L�G�H�Q�F�H���W�R���V�X�S�S�R�U�W���W�K�H��
�H�I�I�L�F�D�F�\�����D�Q�G���V�D�I�H�W�\�����R�I���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q�����U�H�I�H�U���W�R���W�K�H���&�O�L�Q�L�F�D�O���5�H�Y�L�H�Z���G�D�W�H�G��
�0�D�U�F�K�����������������������6�H�F�W�L�R�Q�����������I�R�U���D���O�L�V�W���R�I���V�X�E�P�L�W�W�H�G���U�H�I�H�U�H�Q�F�H�V���������0�R�V�W���S�X�E�O�L�V�K�H�G���D�U�W�L�F�O�H�V��
�V�X�E�P�L�W�W�H�G���E�\���W�K�H���$�S�S�O�L�F�D�Q�W���D�Q�G���U�H�Y�L�H�Z�H�G���E�\���W�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���U�H�S�R�U�W�H�G���W�K�H��
�S�U�L�P�D�U�\���H�I�I�L�F�D�F�\���H�Q�G�S�R�L�Q�W���D�V���F�R�P�S�O�H�W�H���W�H�U�P�L�Q�D�W�L�R�Q���R�I���S�U�H�J�Q�D�Q�F�\���Z�L�W�K�R�X�W���I�X�U�W�K�H�U���P�H�G�L�F�D�O��
�R�U���V�X�U�J�L�F�D�O���L�Q�W�H�U�Y�H�Q�W�L�R�Q�����W�K�H���'�L�Y�L�V�L�R�Q���F�R�Q�V�L�G�H�U�V���W�K�L�V���W�R���E�H���D���F�O�L�Q�L�F�D�O�O�\���U�H�O�H�Y�D�Q�W���H�Q�G�S�R�L�Q�W������
��
�7�K�H���P�D�M�R�U�L�W�\���R�I���W�K�H���S�X�E�O�L�F�D�W�L�R�Q�V���L�Q�F�O�X�G�H�G���D���V�W�D�W�H�P�H�Q�W���W�K�D�W���W�K�H���V�W�X�G�\���Z�D�V���F�R�Q�G�X�F�W�H�G���X�Q�G�H�U��
�L�Q�V�W�L�W�X�W�L�R�Q�D�O���U�H�Y�L�H�Z���E�R�D�U�G�����,�5�%�����R�U���(�W�K�L�F�D�O���5�H�Y�L�H�Z���&�R�P�P�L�W�W�H�H���D�S�S�U�R�Y�D�O���D�Q�G���W�K�H���Z�R�P�H�Q��
�J�D�Y�H���L�Q�I�R�U�P�H�G���F�R�Q�V�H�Q�W�������7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���F�R�Q�F�O�X�G�H�G���W�K�D�W���W�K�H���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H��
�Z�D�V���D�G�H�T�X�D�W�H���D�V���W�K�H���S�U�L�P�D�U�\���L�Q�I�R�U�P�D�W�L�R�Q���V�R�X�U�F�H���W�R���V�X�S�S�R�U�W���W�K�H���F�K�D�Q�J�H�V���S�U�R�S�R�V�H�G���L�Q���W�K�H��
�H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W�������'�X�U�L�Q�J���W�K�H���F�R�X�U�V�H���R�I���W�K�H���U�H�Y�L�H�Z�����W�K�H���W�H�D�P���D�O�V�R���U�H�T�X�H�V�W�H�G���D�Q�G��
�U�H�F�H�L�Y�H�G���P�R�U�H���G�H�W�D�L�O�H�G���L�Q�I�R�U�P�D�W�L�R�Q���I�U�R�P���V�H�O�H�F�W���S�X�E�O�L�F�D�W�L�R�Q�V���I�U�R�P���W�K�H�L�U���D�X�W�K�R�U�V���Y�L�D��
�F�R�P�P�X�Q�L�F�D�W�L�R�Q���Z�L�W�K���W�K�H���$�S�S�O�L�F�D�Q�W��������
��
�$�O�W�K�R�X�J�K���W�K�H�U�H���Z�H�U�H���V�O�L�J�K�W���G�H�P�R�J�U�D�S�K�L�F���G�L�I�I�H�U�H�Q�F�H�V���D�P�R�Q�J���W�K�H���S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���I�U�R�P��
�W�K�H���G�D�W�D�E�D�V�H�����W�K�H�V�H���G�L�I�I�H�U�H�Q�F�H�V���Z�H�U�H���Q�R�W���H�[�S�H�F�W�H�G���W�R���D�O�W�H�U���W�K�H���H�I�I�L�F�D�F�\���R�U���V�D�I�H�W�\���R�I��
�0�L�I�H�S�U�H�[�����7�K�H�U�H�I�R�U�H�����I�R�U���W�K�H���P�D�M�R�U�L�W�\���R�I���W�K�H���S�U�R�S�R�V�H�G���H�I�I�L�F�D�F�\���F�K�D�Q�J�H�V�����W�K�H���F�O�L�Q�L�F�D�O���W�H�D�P��
�D�V�V�H�V�V�H�G���H�I�I�L�F�D�F�\���L�Q�I�R�U�P�D�W�L�R�Q���I�U�R�P���D���V�X�E�V�H�W���R�I���S�X�E�O�L�F�D�W�L�R�Q�V���W�K�D�W���H�Y�D�O�X�D�W�H�G���D���J�L�Y�H�Q��
�S�U�R�S�R�V�H�G���F�K�D�Q�J�H�����$�Q���L�Q�G�H�S�H�Q�G�H�Q�W���V�W�D�W�L�V�W�L�F�D�O���U�H�Y�L�H�Z���Z�D�V���Q�R�W���Q�H�H�G�H�G���I�R�U���W�K�L�V���U�H�Y�L�H�Z���R�I��
�S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H����������
��
�7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���L�G�H�Q�W�L�I�L�H�G���V�H�Y�H�U�D�O���P�D�M�R�U���S�U�R�S�R�V�H�G���F�O�L�Q�L�F�D�O���F�K�D�Q�J�H�V���L�Q���W�K�H��
�H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W�������$�V���W�K�H�V�H���P�D�M�R�U���F�K�D�Q�J�H�V���D�U�H���L�Q�W�H�U�U�H�O�D�W�H�G�����L�Q���V�R�P�H���F�D�V�H�V���G�D�W�D���I�U�R�P���D��
�J�L�Y�H�Q���V�W�X�G�\���Z�H�U�H���U�H�O�L�H�G���R�Q���W�R���S�U�R�Y�L�G�H���H�Y�L�G�H�Q�F�H���W�R���V�X�S�S�R�U�W���P�X�O�W�L�S�O�H���F�K�D�Q�J�H�V�����7�K�H�V�H�����P�D�M�R�U��
�F�K�D�Q�J�H�V���D�V���F�R�Q�V�L�G�H�U�H�G���E�\���W�K�H���F�O�L�Q�L�F�D�O���W�H�D�P���L�Q�F�O�X�G�H�G����

���� �$���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���F�R�Q�V�L�V�W�L�Q�J���R�I���P�L�I�H�S�U�L�V�W�R�Q�H�����������P�J���R�U�D�O�O�\���I�R�O�O�R�Z�H�G���E�\��
�W�K�H���E�X�F�F�D�O���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I�����������P�F�J���P�L�V�R�S�U�R�V�W�R�O���L�Q�F�O�X�G�L�Q�J������

�D�� �8�V�H���R�I���D���U�H�Y�L�V�H�G���L�Q�W�H�U�Y�D�O���E�H�W�Z�H�H�Q���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���I�U�R�P��������
�K�R�X�U�V���W�R���������������K�R�X�U�V��

�E�� �$�O�O�R�Z�L�Q�J���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O��
�F�� �8�V�H���R�I���D�Q���D�G�G�L�W�L�R�Q�D�O���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O��

���� �6�X�S�S�R�U�W���I�R�U���H�[�W�H�Q�G�L�Q�J���W�K�H���J�H�V�W�D�W�L�R�Q���D�J�H���W�K�U�R�X�J�K���������G�D�\�V����
���� �)�O�H�[�L�E�L�O�L�W�\���L�Q���I�R�O�O�R�Z���X�S���Y�L�V�L�W�����I�R�O�O�R�Z���X�S���L�V���Q�H�H�G�H�G���L�Q���W�K�H���U�D�Q�J�H���R�I�������������G�D�\�V���D�I�W�H�U��

�0�L�I�H�S�U�H�[���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q�����W�K�H���V�S�H�F�L�I�L�F���Q�D�W�X�U�H���D�Q�G���H�[�D�F�W���W�L�P�L�Q�J���R�I���W�K�H���I�R�O�O�R�Z���X�S���W�R��
�E�H���D�J�U�H�H�G���X�S�R�Q���E�\���W�K�H���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U���D�Q�G���S�D�W�L�H�Q�W��������

���� �&�K�D�Q�J�H���L�Q���Z�K�R���F�D�Q���S�U�R�Y�L�G�H���0�L�I�H�S�U�H�[���I�U�R�P���S�K�\�V�L�F�L�D�Q���W�R���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U���Z�K�R��
�S�U�H�V�F�U�L�E�H�V��
��

Reference ID: 3909594

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 279 of 339



 6 

�7�K�H���I�R�O�O�R�Z�L�Q�J���V�H�F�W�L�R�Q���V�X�P�P�D�U�L�]�H�V���W�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P�¶�V���H�Y�D�O�X�D�W�L�R�Q�V���W�K�D�W���V�X�S�S�R�U�W�H�G��
�W�K�H���D�E�R�Y�H���S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V������
��

���� Support for the proposed dose and dosing regimen of 200 mg of Mifeprex orally 
and 800 mcg of misoprostol buccally 24-48 hours after Mifeprex administration:��
�7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���U�H�Y�L�H�Z�H�G���W�K�H���V�X�E�P�L�V�V�L�R�Q���D�Q�G���L�G�H�Q�W�L�I�L�H�G���V�W�X�G�L�H�V���D�Q�G��
�U�H�Y�L�H�Z���D�U�W�L�F�O�H�V���W�K�D�W���H�Y�D�O�X�D�W�H�G���R�Y�H�U�����������������Z�R�P�H�Q���Z�K�R���Z�H�U�H���W�U�H�D�W�H�G���Z�L�W�K���H�I�I�L�F�D�F�\��
�L�Q���W�K�H�����������������U�D�Q�J�H�����)�R�U���D�G�G�L�W�L�R�Q�D�O���G�H�W�D�L�O�V���R�Q���W�K�H���H�I�I�L�F�D�F�\���I�U�R�P���W�K�H�V�H���V�W�X�G�L�H�V����
�S�O�H�D�V�H���U�H�I�H�U���W�R���6�H�F�W�L�R�Q�������R�I���W�K�H���&�O�L�Q�L�F�D�O���5�H�Y�L�H�Z����
 ����

���� Support for extending the gestational age to 70 days:��
�7�K�H���$�S�S�O�L�F�D�Q�W���V�X�E�P�L�W�W�H�G���D���Q�X�P�E�H�U���R�I���S�X�E�O�L�V�K�H�G���D�U�W�L�F�O�H�V���D�Q�G���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z�V��
�W�K�D�W���V�X�S�S�R�U�W�H�G���W�K�H���S�U�R�S�R�V�H�G���G�R�V�H���D�Q�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q�����)�R�X�U���V�W�X�G�L�H�V���D�Q�G���R�Q�H��
�V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���H�Y�D�O�X�D�W�H�G���W�K�H���H�[�D�F�W���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���W�K�U�R�X�J�K���������G�D�\�V��
�J�H�V�W�D�W�L�R�Q�������7�K�H�V�H���L�Q�F�O�X�G�H���W�K�U�H�H���S�U�R�V�S�H�F�W�L�Y�H���R�E�V�H�U�Y�D�W�L�R�Q�D�O���V�W�X�G�L�H�V�����:�L�Q�L�N�R�I�I���H�W���D�O��
���������������%�R�H�U�V�P�D���H�W���D�O���������6�D�Q�K�X�H�]�D���6�P�L�W�K���H�W���D�O�������D�Q�G���R�Q�H���U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G��
�W�U�L�D�O�����5�&�7�������2�O�D�Y�D�U�U�L�H�W�D���H�W���D�O�������W�K�D�W���K�D�G���D���S�U�L�P�D�U�\���R�E�M�H�F�W�L�Y�H���R�I���H�Y�D�O�X�D�W�L�Q�J���P�H�G�L�F�D�O��
�D�E�R�U�W�L�R�Q���S�U�R�Y�L�V�L�R�Q���E�\���Q�R�Q���S�K�\�V�L�F�L�D�Q�V�������7�K�H���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���E�\���&�K�H�Q���D�Q�G��
�&�U�H�L�Q�L�Q�����F�R�Y�H�U�H�G���������V�W�X�G�L�H�V���L�Q�F�O�X�G�L�Q�J���R�Y�H�U�����������������Z�R�P�H�Q�����D�O�O���E�X�W���R�Q�H���R�I���W�K�H��
�V�W�X�G�L�H�V���X�V�H�G���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���L�Q���J�H�V�W�D�W�L�R�Q�V���W�K�U�R�X�J�K���������G�D�\�V�����W�K�H���U�H�P�D�L�Q�L�Q�J��
�V�W�X�G�\���X�V�H�G�����������P�F�J���R�I���E�X�F�F�D�O���P�L�V�R�S�U�R�V�W�R�O���������)�R�U���W�K�R�V�H���S�X�E�O�L�F�D�W�L�R�Q�V���W�K�D�W���S�U�R�Y�L�G�H�G��
�R�Y�H�U�D�O�O���V�X�F�F�H�V�V���U�D�W�H�V�����W�K�H�V�H���Z�H�U�H���L�Q���W�K�H���U�D�Q�J�H���R�I���������������������2�W�K�H�U���U�H�O�H�Y�D�Q�W��
�S�X�E�O�L�F�D�W�L�R�Q�V���L�Q�F�O�X�G�H���W�K�H���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���E�\���5�D�\�P�R�Q�G�����R�I���������V�W�X�G�L�H�V�����Z�K�L�F�K��
�F�R�Y�H�U�H�G���D���Y�D�U�L�H�W�\���R�I���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H�V���D�Q�G���U�R�X�W�H�V���R�I���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���X�V�H�G���Z�L�W�K����������
�P�J���R�I���P�L�I�H�S�U�L�V�W�R�Q�H�������$�V�V�H�V�V�L�Q�J���W�K�H���H�I�I�L�F�D�F�\���E�\���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H�����W�K�H���S�D�S�H�U���Q�R�W�H�G��
�W�K�D�W���G�R�V�H�V���•�����������P�F�J���K�D�G���D���V�X�F�F�H�V�V���U�D�W�H���R�I�����������������Z�L�W�K���D�Q���R�Q�J�R�L�Q�J���S�U�H�J�Q�D�Q�F�\���U�D�W�H��
�R�I��������������
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����

                         
�����:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�K�R�Q�J���(�����H�W���D�O�����(�[�W�H�Q�G�L�Q�J���R�X�W�S�D�W�L�H�Q�W���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V���W�K�U�R�X�J�K���������G�D�\�V���R�I��
�J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������
�����%�R�H�U�V�P�D���$�$�����0�H�\�E�R�R�P���G�H���-�R�Q�J���%�����.�O�H�L�Y�H�U�G�D���*�����0�L�I�H�S�U�L�V�W�R�Q�H���I�R�O�O�R�Z�H�G���E�\���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I��
�E�X�F�F�D�O���P�L�V�R�S�U�R�V�W�R�O���I�R�U���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�S���W�R���������G�D�\�V���R�I���D�P�H�Q�R�U�U�K�R�H�D���L�Q���D���J�H�Q�H�U�D�O���S�U�D�F�W�L�F�H���L�Q���&�X�U�D�F�D�R�����(�X�U��
�-���&�R�Q�W�U�D�F�H�S�W���5�H�S�U�R�G���+�H�D�O�W�K���&�D�U�H��������������������������������
���������6�D�Q�K�X�H�]�D���6�P�L�W�K���3�����3�H�Q�D���0�����'�]�X�E�D���,�*�����H�W���D�O�����6�D�I�H�W�\�����H�I�I�L�F�D�F�\���D�Q�G���D�F�F�H�S�W�D�E�L�O�L�W�\���R�I���R�X�W�S�D�W�L�H�Q�W��
�P�L�I�H�S�U�L�V�W�R�Q�H���P�L�V�R�S�U�R�V�W�R�O���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���W�K�U�R�X�J�K���������G�D�\�V���V�L�Q�F�H���O�D�V�W���P�H�Q�V�W�U�X�D�O���S�H�U�L�R�G���L�Q���S�X�E�O�L�F���V�H�F�W�R�U��
�I�D�F�L�O�L�W�L�H�V���L�Q���0�H�[�L�F�R���&�L�W�\�����5�H�S�U�R�G���+�H�D�O�W�K���0�D�W�W�H�U�V������������������������������������
�����2�O�D�Y�D�U�U�L�H�W�D���&�'�����*�D�Q�D�W�U�D���%�����6�R�U�K�D�L�Q�G�R���$�����.�D�U�Y�H�U���7�6�����6�H�X�F���$�����9�L�O�O�D�O�R�E�R�V���$�����*�D�U�F�L�D���6�*�����3�p�U�H�]���0����
�%�R�X�V�L�H�J�X�H�]���0�����6�D�Q�K�X�H�]�D���3�����1�X�U�V�H���Y�H�U�V�X�V���S�K�\�V�L�F�L�D�Q���S�U�R�Y�L�V�L�R�Q���R�I���H�D�U�O�\���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���L�Q���0�H�[�L�F�R�����D��
�U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���Q�R�Q���L�Q�I�H�U�L�R�U�L�W�\���W�U�L�D�O�����%�X�O�O���:�R�U�O�G���+�H�D�O�W�K���2�U�J�D�Q��������������������������������������
�����&�K�H�Q���0�-�����&�U�H�L�Q�L�Q���0�'�����0�L�I�H�S�U�L�V�W�R�Q�H���Z�L�W�K���%�X�F�F�D�O���0�L�V�R�S�U�R�V�W�R�O���I�R�U���0�H�G�L�F�D�O���$�E�R�U�W�L�R�Q���2�E�V�W�H�W���*�\�Q�H�F�R�O�����D��
�6�\�V�W�H�P�D�W�L�F���5�H�Y�L�H�Z�����2�E�V�W�H�W���*�\�Q�H�F�R�O������������������������������������������
�����5�D�\�P�R�Q�G���(�*���	���*�U�L�P�H�V���'�$�������7�K�H���F�R�P�S�D�U�D�W�L�Y�H���V�D�I�H�W�\���R�I���O�H�J�D�O���L�Q�G�X�F�H�G���D�E�R�U�W�L�R�Q���D�Q�G���F�K�L�O�G�E�L�U�W�K���L�Q���W�K�H��
�8�Q�L�W�H�G���6�W�D�W�H�V�������2�E�V�W�H�W���*�\�Q�H�F�R�O������������������������������������
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�7�K�H���R�U�L�J�L�Q�D�O���G�R�V�L�Q�J���U�H�J�L�P�H�Q���V�S�H�F�L�I�L�H�V���W�D�N�L�Q�J���P�L�V�R�S�U�R�V�W�R�O�������G�D�\�V���D�I�W�H�U���0�L�I�H�S�U�H�[������
�7�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���S�U�R�S�R�V�H�V���D���P�R�U�H���I�O�H�[�L�E�O�H���W�L�P�H���I�U�D�P�H���R�I���������W�R���������K�R�X�U�V��
�E�H�W�Z�H�H�Q���0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q�����'�D�W�D���I�U�R�P���D���U�H�Y�L�H�Z���D�U�W�L�F�O�H���E�\��
�:�H�G�L�V�L�Q�J�K�H���H�W���D�O�����H�Y�D�O�X�D�W�H�G���G�L�I�I�H�U�H�Q�W���W�L�P�H���L�Q�W�H�U�Y�D�O�V���X�V�L�Q�J���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I��
�P�L�V�R�S�U�R�V�W�R�O���D�I�W�H�U���0�L�I�H�S�U�H�[�������$���P�H�W�D���D�Q�D�O�\�V�L�V���R�I���D�O�O���I�L�Y�H���V�W�X�G�L�H�V���I�R�X�Q�G���D���Q�R�Q��
�V�L�J�Q�L�I�L�F�D�Q�W���R�G�G�V���U�D�W�L�R���I�R�U���I�D�L�O�X�U�H���I�R�U���V�K�R�U�W�H�U���Y�V�����O�R�Q�J�H�U���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O�V�����E�X�W���D���W�U�H�Q�G��
�I�R�U���O�R�Z�H�U���V�X�F�F�H�V�V���L�I���D���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O�����������K�R�X�U�V���L�V���X�V�H�G�����&�K�H�Q���	���&�U�H�L�Q�L�Q�¶�V��
�V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z�����R�I���������V�W�X�G�L�H�V���L�Q�F�O�X�G�L�Q�J���R�Y�H�U�����������������Z�R�P�H�Q�����D�O�O���E�X�W���R�Q�H���X�V�L�Q�J��
�W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q�����F�R�P�S�D�U�H�G���W�K�H���V�X�F�F�H�V�V���R�I���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O�V���R�I���������K�R�X�U�V���Z�L�W�K��
�L�Q�W�H�U�Y�D�O�V���U�D�Q�J�L�Q�J���I�U�R�P���������������K�R�X�U�V�������7�K�H���V�X�F�F�H�V�V���U�D�W�H���L�Q���V�L�[���V�W�X�G�L�H�V���W�K�D�W���X�V�H�G���D��������
�K�R�X�U���L�Q�W�H�U�Y�D�O���W�K�U�R�X�J�K���������G�D�\�V���J�H�V�W�D�W�L�R�Q���Z�D�V�����������������F�R�P�S�D�U�H�G���W�R���W�K�H���U�D�W�H���R�I��������������
�L�Q���������V�W�X�G�L�H�V���W�K�D�W���X�V�H�G���D���������������K�R�X�U���L�Q�W�H�U�Y�D�O�����D�Q�G���W�K�L�V���G�L�I�I�H�U�H�Q�F�H���Z�D�V���V�W�D�W�L�V�W�L�F�D�O�O�\��
�V�L�J�Q�L�I�L�F�D�Q�W�������������7�K�H���F�O�L�Q�L�F�D�O���W�H�D�P���F�R�Q�F�O�X�G�H�G���W�K�D�W���W�K�H���H�I�I�L�F�D�F�\���R�I���W�K�H���U�H�Y�L�V�H�G���G�R�V�L�Q�J��
�U�H�J�L�P�H�Q���Z�D�V���Q�R�W���F�R�P�S�U�R�P�L�V�H�G���E�\���U�H�Y�L�V�L�Q�J���W�K�H���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O���W�R���������������K�R�X�U�V�����,�Q��
�D�G�G�L�W�L�R�Q�����W�K�H�\���Q�R�W�H�G���W�K�D�W���W�K�H���R�Y�H�U�D�O�O���U�D�W�H���R�I���R�Q�J�R�L�Q�J���S�U�H�J�Q�D�Q�F�L�H�V���G�L�G���Q�R�W���G�L�I�I�H�U��
�V�L�J�Q�L�I�L�F�D�Q�W�O�\���E�\���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O��������
�� ��

���� Administration of misoprostol after Mifeprex administration at home:  �&�X�U�U�H�Q�W�O�\�� 
�W�K�H���G�R�V�L�Q�J���U�H�J�L�P�H�Q���V�S�H�F�L�I�L�H�V���W�K�D�W �P�L�V�R�S�U�R�V�W�R�O���L�V���W�D�N�H�Q���L�Q���W�K�H���F�O�L�Q�L�F���V�H�W�W�L�Q�J��
�I�R�O�O�R�Z�L�Q�J���0�L�I�H�S�U�H�[���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q�������1�R���V�S�H�F�L�I�L�F���S�X�E�O�L�F�D�W�L�R�Q���H�Y�D�O�X�D�W�H�G���W�U�H�D�W�P�H�Q�W��
�R�X�W�F�R�P�H�V���Z�L�W�K���X�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O���D�W���K�R�P�H���F�R�P�S�D�U�H�G���W�R���L�Q���F�O�L�Q�L�F���G�R�V�L�Q�J����
�+�R�Z�H�Y�H�U�����R�Q�H���O�D�U�J�H���O�L�W�H�U�D�W�X�U�H���U�H�Y�L�H�Z�����5�D�\�P�R�Q�G���H�W���D�O�������H�Y�D�O�X�D�W�H�G���D���Y�D�U�L�H�W�\���R�I��
�P�L�I�H�S�U�L�V�W�R�Q�H���W�U�H�D�W�P�H�Q�W���U�H�J�L�P�H�Q�V���Z�L�W�K���G�L�I�I�H�U�H�Q�W���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H�V�����U�R�X�W�H�V���R�I��
�D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���D�Q�G���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O�V���X�V�H�G���L�Q���J�H�V�W�D�W�L�R�Q�V���W�K�U�R�X�J�K���������G�D�\�V�������5�R�X�J�K�O�\��
�K�D�O�I���R�I���W�K�H���V�W�X�G�L�H�V���L�Q�F�O�X�G�H�G���L�Q���W�K�L�V���U�H�Y�L�H�Z���G�L�G���Q�R�W���U�H�T�X�L�U�H���Z�R�P�H�Q���W�R���W�D�N�H��
�P�L�V�R�S�U�R�V�W�R�O���L�Q���F�O�L�Q�L�F�����5�D�W�H�V���R�I���W�U�H�D�W�P�H�Q�W���I�D�L�O�X�U�H���D�Q�G���R�I���R�Q�J�R�L�Q�J���S�U�H�J�Q�D�Q�F�\���Z�H�U�H��
�Y�H�U�\���V�L�P�L�O�D�U���U�H�J�D�U�G�O�H�V�V���R�I���Z�K�H�W�K�H�U���P�L�V�R�S�U�R�V�W�R�O���Z�D�V���W�D�N�H�Q���L�Q���F�O�L�Q�L�F���R�U���D�W���D�Q�R�W�K�H�U��
�O�R�F�D�W�L�R�Q�������7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���F�R�Q�F�O�X�G�H�G���W�K�D�W���W�K�H���U�H�Y�L�H�Z���S�U�R�Y�L�G�H�G���V�X�I�I�L�F�L�H�Q�W��
�G�D�W�D���W�R���V�X�S�S�R�U�W���O�D�E�H�O�L�Q�J���W�K�D�W���P�L�V�R�S�U�R�V�W�R�O���G�R�H�V���Q�R�W���Q�H�H�G���W�R���E�H���U�H�V�W�U�L�F�W�H�G���W�R���L�Q���F�O�L�Q�L�F��
�D�G�P�L�Q�L�V�W�U�D�W�L�R�Q������

������
���� Use of a repeat misoprostol dose, if necessary: �7�K�H���$�S�S�O�L�F�D�Q�W���V�X�E�P�L�W�W�H�G���V�H�Y�H�U�D�O��

�S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���W�K�D�W���V�X�S�S�R�U�W�H�G���X�V�H���R�I���D���U�H�S�H�D�W���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H�����Z�K�H�Q���F�R�P�S�O�H�W�H��
�X�W�H�U�L�Q�H���H�[�S�X�O�V�L�R�Q���G�L�G���Q�R�W���R�F�F�X�U���D�I�W�H�U���W�K�H���L�Q�L�W�L�D�O���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H���I�R�O�O�R�Z�L�Q�J��
�0�L�I�H�S�U�H�[�������,�Q���F�O�L�Q�L�F�D�O���S�U�D�F�W�L�F�H�����W�K�H���X�V�X�D�O���W�U�H�D�W�P�H�Q�W���I�R�U���L�Q�F�R�P�S�O�H�W�H���H�[�S�X�O�V�L�R�Q��
���U�H�W�D�L�Q�H�G���S�U�R�G�X�F�W�V���R�I���F�R�Q�F�H�S�W�L�R�Q�����P�D�\���L�Q�F�O�X�G�H���H�L�W�K�H�U���D���U�H�S�H�D�W���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O����
�H�[�S�H�F�W�D�Q�W���P�D�Q�D�J�H�P�H�Q�W���R�U���D���V�X�U�J�L�F�D�O���S�U�R�F�H�G�X�U�H�����V�X�F�W�L�R�Q���D�V�S�L�U�D�W�L�R�Q���R�U���D���G�L�O�D�W�L�R�Q��
�D�Q�G���F�X�U�H�W�W�D�J�H�������6�W�X�G�L�H�V���W�K�D�W���V�S�H�F�L�I�L�F�D�O�O�\���U�H�S�R�U�W���W�K�H���V�X�F�F�H�V�V���U�D�W�H���R�I���D���U�H�S�H�D�W���G�R�V�H���R�I��
�P�L�V�R�S�U�R�V�W�R�O���D�U�H����

                         
�����:�H�G�L�V�L�Q�J�K�H���/���D�Q�G���(�O�V�D�Q�G�D�E�H�V�H�H���'�����)�O�H�[�L�E�O�H���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���L�Q�W�H�U�Y�D�O���I�R�U��
�I�L�U�V�W���W�U�L�P�H�V�W�H�U���P�H�G�L�F�D�O���W�H�U�P�L�Q�D�W�L�R�Q�������&�R�Q�W�U�D�F�H�S�W�L�R�Q���������������������������������������������G�R�L����������������������
�M���F�R�Q�W�U�D�F�H�S�W�L�R�Q�����������������������������(�S�X�E���2�F�W��������������������
�����&�U�H�L�Q�L�Q���0�'�����)�R�[���0�&�����7�H�D�O���6�����&�K�H�Q���$�����6�F�K�D�I�I���(�$�����0�H�\�Q���/�$�����0�2�'���6�W�X�G�\���7�U�L�D�O���*�U�R�X�S�����$���U�D�Q�G�R�P�L�]�H�G��
�F�R�P�S�D�U�L�V�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O�����������K�R�X�U�V���Y�H�U�V�X�V���������K�R�X�U�V���D�I�W�H�U���P�L�I�H�S�U�L�V�W�R�Q�H���I�R�U���D�E�R�U�W�L�R�Q�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������
��������������������������
�����5�D�\�P�R�Q�G���(�*���	���*�U�L�P�H�V���'�$�������7�K�H���F�R�P�S�D�U�D�W�L�Y�H���V�D�I�H�W�\���R�I���O�H�J�D�O���L�Q�G�X�F�H�G���D�E�R�U�W�L�R�Q���D�Q�G���F�K�L�O�G�E�L�U�W�K���L�Q���W�K�H��
�8�Q�L�W�H�G���6�W�D�W�H�V�������2�E�V�W�H�W���*�\�Q�H�F�R�O������������������������������������
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�x �:�L�Q�L�N�R�I�I���H�W���D�O�������±���V�W�X�G�L�H�G���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���W�K�U�R�X�J�K���������G�D�\�V���J�H�V�W�D�W�L�R�Q�����R�I��
�W�K�H���I�H�Z���Z�R�P�H�Q���Z�K�R���U�H�F�H�L�Y�H�G���D���V�H�F�R�Q�G���G�R�V�H���I�R�U���D�Q���L�Q�F�R�P�S�O�H�W�H���D�E�R�U�W�L�R�Q���D�W��
�I�R�O�O�R�Z���X�S�����W�K�H���V�X�F�F�H�V�V���U�D�W�H���Z�D�V�����������D�W���������������G�D�\�V���D�Q�G�����������D�W���������������G�D�\�V����

�x �&�K�H�Q���D�Q�G���&�U�H�L�Q�L�Q���������±���D���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���R�I���������V�W�X�G�L�H�V�����D�O�O���E�X�W���R�Q�H���R�I���Z�K�L�F�K��
�X�V�H�G���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���X�S���W�K�U�R�X�J�K���������G�D�\�V�����V�X�F�F�H�V�V���R�I���D���V�H�F�R�Q�G���G�R�V�H��
�U�D�Q�J�H�G���I�U�R�P������������������

�x �%�R�H�U�V�P�D���H�W���D�O�������±���L�Q�F�O�X�G�H�G���S�U�H�J�Q�D�Q�F�L�H�V���W�K�U�R�X�J�K���������G�D�\�V���W�U�H�D�W�H�G���Z�L�W�K���W�K�H��
�S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q�����I�L�Y�H���R�I�����������Z�R�P�H�Q���W�R�R�N���D���V�H�F�R�Q�G���G�R�V�H���G�X�H���W�R���D�E�V�H�Q�F�H���R�I��
�E�O�H�H�G�L�Q�J���������K�R�X�U�V���D�I�W�H�U���I�L�U�V�W���G�R�V�H�����W�K�H���V�X�F�F�H�V�V���U�D�W�H���Z�D�V����������

�x �/�R�X�L�H���H�W���D�O���������±���V�W�X�G�L�H�G���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���W�R���������G�D�\�V�����L�Q���������Z�R�P�H�Q�����R�I��
�����������Z�K�R���W�R�R�N���D���V�H�F�R�Q�G���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O�����W�K�H���V�X�F�F�H�V�V���U�D�W�H���Z�D�V������������

�x �&�K�R�Q�J���H�W���D�O�������±���F�R�P�S�D�U�H�G���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���W�R���D���O�R�Z�H�U���G�R�V�H���R�I��
�P�L�V�R�S�U�R�V�W�R�O�����W�K�H���V�X�F�F�H�V�V���R�I���D���V�H�F�R�Q�G���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O���Z�D�V�����������R�Y�H�U�D�O�O�����E�X�W��
�W�K�H���Q�X�P�E�H�U���R�I���Z�R�P�H�Q���L�Q���H�D�F�K���G�R�V�H���D�U�P���J�H�W�W�L�Q�J���D���V�H�F�R�Q�G���G�R�V�H���Z�D�V���Q�R�W��
�V�S�H�F�L�I�L�H�G����

�x �:�L�Q�L�N�R�I�I���H�W���D�O�������±���������Z�R�P�H�Q���L�Q���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���W�R�R�N���D���V�H�F�R�Q�G���G�R�V�H���R�I��
�P�L�V�R�S�U�R�V�W�R�O���Z�L�W�K���D���V�X�F�F�H�V�V���U�D�W�H���R�I����������������

��
�8�V�L�Q�J���W�K�H���L�Q�I�R�U�P�D�W�L�R�Q���I�U�R�P���W�K�H���D�E�R�Y�H���V�W�X�G�L�H�V���D�Q�G���R�W�K�H�U���V�X�S�S�R�U�W�L�Y�H���G�D�W�D�����W�K�H��
�F�O�L�Q�L�F�D�O���W�H�D�P���F�R�Q�F�O�X�G�H�G���W�K�D�W���W�K�H���D�Y�D�L�O�D�E�O�H���G�D�W�D���V�X�S�S�R�U�W���W�K�H���H�I�I�L�F�D�F�\���R�I���D���U�H�S�H�D�W��
�G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O���L�I���F�R�P�S�O�H�W�H���H�[�S�X�O�V�L�R�Q���K�D�V���Q�R�W���R�F�F�X�U�U�H�G�����7�K�H���U�H�O�D�W�L�Y�H�O�\���K�L�J�K��
�F�R�P�S�O�H�W�H���S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q���U�D�W�H�V���L�Q�G�L�F�D�W�H���W�K�D�W���W�K�L�V���R�S�W�L�R�Q���L�V���O�L�N�H�O�\���W�R���U�H�G�X�F�H��
�W�K�H���Q�H�H�G���I�R�U���D���V�X�U�J�L�F�D�O���L�Q�W�H�U�Y�H�Q�W�L�R�Q��������
��

���� Requirements regarding follow-up care: �&�X�U�U�H�Q�W���O�D�E�H�O�L�Q�J���V�W�D�W�H�V���W�K�D�W���Z�R�P�H�Q���Z�L�O�O��
�U�H�W�X�U�Q���W�R���W�K�H���F�O�L�Q�L�F���������G�D�\�V���D�I�W�H�U���0�L�I�H�S�U�H�[���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���I�R�U���I�R�O�O�R�Z���X�S�������7�K�L�V��
�S�U�R�Y�L�V�L�R�Q���Z�D�V���E�D�V�H�G���R�Q���W�K�H���I�R�O�O�R�Z���X�S���U�H�J�L�P�H�Q���L�Q���W�K�H���8���6�����S�K�D�V�H�������W�U�L�D�O���W�K�D�W��
�V�X�S�S�R�U�W�H�G���W�K�H���L�Q�L�W�L�D�O���D�S�S�U�R�Y�D�O���L�Q�����������������$�O�W�K�R�X�J�K���W�K�H���$�S�S�O�L�F�D�Q�W���V�X�E�P�L�W�W�H�G���V�H�Y�H�U�D�O��
�V�W�X�G�L�H�V���W�K�D�W���H�Y�D�O�X�D�W�H�G���I�O�H�[�L�E�L�O�L�W�\���L�Q���W�K�H���W�L�P�H���R�I���I�R�O�O�R�Z���X�S�����W�K�H���N�H�\���S�X�E�O�L�F�D�W�L�R�Q��
�L�G�H�Q�W�L�I�L�H�G���E�\���W�K�H���U�H�Y�L�H�Z���W�H�D�P���W�K�D�W���D�G�G�U�H�V�V�H�G���W�K�L�V���L�V�V�X�H���Z�D�V���D�������������D�U�W�L�F�O�H���E�\��

                         
�������:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�K�R�Q�J���(�����H�W���D�O�����(�[�W�H�Q�G�L�Q�J���R�X�W�S�D�W�L�H�Q�W���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V���W�K�U�R�X�J�K���������G�D�\�V��
�R�I���J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������
�������&�U�H�L�Q�L�Q���0�'�����)�R�[���0�&�����7�H�D�O���6�����&�K�H�Q���$�����6�F�K�D�I�I���(�$�����0�H�\�Q���/�$�����0�2�'���6�W�X�G�\���7�U�L�D�O���*�U�R�X�S�����$���U�D�Q�G�R�P�L�]�H�G��
�F�R�P�S�D�U�L�V�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O�����������K�R�X�U�V���Y�H�U�V�X�V���������K�R�X�U�V���D�I�W�H�U���P�L�I�H�S�U�L�V�W�R�Q�H���I�R�U���D�E�R�U�W�L�R�Q�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������
��������������������������
�����%�R�H�U�V�P�D���$�$�����0�H�\�E�R�R�P���G�H���-�R�Q�J���%�����.�O�H�L�Y�H�U�G�D���*�����0�L�I�H�S�U�L�V�W�R�Q�H���I�R�O�O�R�Z�H�G���E�\���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I��
�E�X�F�F�D�O���P�L�V�R�S�U�R�V�W�R�O���I�R�U���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�S���W�R���������G�D�\�V���R�I���D�P�H�Q�R�U�U�K�R�H�D���L�Q���D���J�H�Q�H�U�D�O���S�U�D�F�W�L�F�H���L�Q���&�X�U�D�F�D�R�����(�X�U��
�-���&�R�Q�W�U�D�F�H�S�W���5�H�S�U�R�G���+�H�D�O�W�K���&�D�U�H��������������������������������
�������/�R�X�L�H�����.�6�����7�V�H�U�H�W�H�O�L���7�����&�K�R�Q�J���(�����$�L�O�\�H�Y�D���)�����5�]�D�\�H�Y�D���*�����:�L�Q�L�N�R�I�I���%�����$�F�F�H�S�W�D�E�L�O�L�W�\���D�Q�G���I�H�D�V�L�E�L�O�L�W�\���R�I��
�P�L�I�H�S�U�L�V�W�R�Q�H���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���L�Q���W�K�H���H�D�U�O�\���I�L�U�V�W���W�U�L�P�H�V�W�H�U���L�Q���$�]�H�U�E�D�L�M�D�Q�����(�X�U���-���&�R�Q�W�U�D�F�H�S�W���5�H�S�U�R�G���+�H�D�O�W�K��
�&�D�U�H��������������������������������������������
�������&�K�R�Q�J���(�����7�V�H�U�H�W�H�O�L���7�����1�J�X�\�H�Q���1�1�����:�L�Q�L�N�R�I�I���%�����$���U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O���R�I���G�L�I�I�H�U�H�Q�W���E�X�F�F�D�O��
�P�L�V�R�S�U�R�V�W�R�O���G�R�V�H�V���L�Q���P�L�I�H�S�U�L�V�W�R�Q�H���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q�����&�R�Q�W�U�D�F�H�S�W�L�R�Q��������������������������������������
�������:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�U�H�L�Q�L�Q���0�'�����&�U�R�Z�G�H�Q���:�$�����*�R�O�G�E�H�U�J���$�%�����*�R�Q�]�D�O�H�V���-�����+�R�Z�H���0�����0�R�V�N�R�Z�L�W�]���-����
�3�U�L�Q�H���/�����6�K�D�Q�Q�R�Q���&�6�����7�Z�R���G�L�V�W�L�Q�F�W���R�U�D�O���U�R�X�W�H�V���R�I���P�L�V�R�S�U�R�V�W�R�O���L�Q���P�L�I�H�S�U�L�V�W�R�Q�H���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q�����D��
�U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O�����2�E�V�W�H�W���*�\�Q�H�F�R�O����������������������������������������������������
��

Reference ID: 3909594

Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 282 of 339



Case 3:20-cv-00652-HTW-LGI   Document 41-1   Filed 07/21/22   Page 283 of 339



 10 

8. Safety  
 
�7�K�H���V�D�I�H�W�\���R�I���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���I�R�U���0�L�I�H�S�U�H�[���Z�D�V���V�X�S�S�R�U�W�H�G���E�\���W�K�H���H�Y�L�G�H�Q�F�H��
�I�U�R�P���V�X�E�P�L�W�W�H�G���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H���D�Q�G���S�R�V�W�P�D�U�N�H�W�L�Q�J���H�[�S�H�U�L�H�Q�F�H�����7�K�H���I�R�F�X�V���R�I���W�K�H��
�V�D�I�H�W�\���D�Q�D�O�\�V�L�V���Z�D�V���R�Q���S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���W�K�D�W���H�Y�D�O�X�D�W�H�G���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q��
���0�L�I�H�S�U�H�[�����������P�J���I�R�O�O�R�Z�H�G���E�\�����������P�F�J���P�L�V�R�S�U�R�V�W�R�O���E�X�F�F�D�O�O�\���������������K�R�X�U�V���O�D�W�H�U�������Z�L�W�K��
�F�R�P�S�D�U�L�V�R�Q���W�R���W�K�H���N�Q�R�Z�Q���V�D�I�H�W�\���S�U�R�I�L�O�H���R�I���W�K�H���F�X�U�U�H�Q�W�O�\���D�S�S�U�R�Y�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q��������
��
Exposure�����3�H�U���W�K�H���$�S�S�O�L�F�D�Q�W�¶�V���V�X�E�P�L�V�V�L�R�Q�����W�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���F�R�Q�F�O�X�G�H�G���W�K�D�W���W�K�H�U�H���K�D�Y�H��
�E�H�H�Q���D�S�S�U�R�[�L�P�D�W�H�O�\�����������P�L�O�O�L�R�Q���X�V�H�V���R�I���0�L�I�H�S�U�H�[���E�\�����8���6�����Z�R�P�H�Q���V�L�Q�F�H���W�K�H���G�U�X�J�¶�V��
�D�S�S�U�R�Y�D�O���L�Q���������������7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���H�V�W�L�P�D�W�H�G���W�K�D�W���H�[�S�R�V�X�U�H���W�R���W�K�H���S�U�R�S�R�V�H�G��
�G�R�V�L�Q�J���U�H�J�L�P�H�Q���I�R�U���W�K�H�L�U���V�D�I�H�W�\���D�Q�D�O�\�V�L�V���Z�D�V���E�D�V�H�G���R�Q���D�S�S�U�R�[�L�P�D�W�H�O�\�����������������S�D�W�L�H�Q�W�V��
���U�H�I�H�U���W�R���7�D�E�O�H���������I�R�U���D���O�L�V�W���R�I�����U�H�I�H�U�H�Q�F�H�V���X�V�H�G���W�R���H�Y�D�O�X�D�W�H���V�D�I�H�W�\�������6�X�F�K���H�[�S�R�V�X�U�H���Y�R�O�X�P�H��
�L�V���V�X�I�I�L�F�L�H�Q�W���W�R���F�K�D�U�D�F�W�H�U�L�]�H���W�K�H���V�D�I�H�W�\���S�U�R�I�L�O�H���R�I���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���D�Q�G���R�W�K�H�U��
�S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V���L�Q���W�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W��������
��
Deaths: �'�H�D�W�K�V���Z�L�W�K���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���U�D�U�H�O�\���R�F�F�X�U���D�Q�G���F�D�X�V�D�O�L�W�\���F�D�Q���E�H���G�L�I�I�L�F�X�O�W���W�R��
�G�H�W�H�U�P�L�Q�H�����0�R�V�W���R�I���W�K�H���S�X�E�O�L�F�D�W�L�R�Q�V���G�L�G���Q�R�W���V�S�H�F�L�I�L�F�D�O�O�\���U�H�S�R�U�W���D�Q�\���G�H�D�W�K�V���Z�L�W�K���P�H�G�L�F�D�O��
�D�E�R�U�W�L�R�Q���Z�L�W�K���0�L�I�H�S�U�H�[�����$�P�R�Q�J���W�K�H���V�H�Y�H�Q���8���6�����V�W�X�G�L�H�V���V�X�E�P�L�W�W�H�G���W�R���V�X�S�S�R�U�W���W�K�H���V�D�I�H�W�\��
�S�U�R�I�L�O�H���R�I���0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O�����R�Q�O�\���R�Q�H�����*�U�R�V�V�P�D�Q�����H�W���D�O���������H�[�S�O�L�F�L�W�O�\���D�G�G�U�H�V�V�H�G��
�G�H�D�W�K�V���D�Q�G���Q�R�W�H�G���W�K�D�W���W�K�H�U�H���Z�H�U�H���Q�R���G�H�D�W�K�V���D�P�R�Q�J�����������V�X�E�M�H�F�W�V���H�Y�D�O�X�D�W�H�G���L�Q���W�K�H���V�W�X�G�\������
�2�Q�O�\���R�Q�H���R�E�V�H�U�Y�D�W�L�R�Q�D�O���V�W�X�G�\�����*�R�O�G�V�W�R�Q�H�����H�W���D�O���������I�U�R�P���$�X�V�W�U�D�O�L�D���F�R�Q�W�D�L�Q�H�G���D���U�H�S�R�U�W���R�I���D��
�G�H�D�W�K���D�I�W�H�U���D���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���G�R�V�L�Q�J���U�H�J�L�P�H�Q�����,�Q���W�K�L�V���U�H�W�U�R�V�S�H�F�W�L�Y�H���U�H�Y�L�H�Z���R�I��
���������������S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q�V�����W�K�H���D�X�W�K�R�U�V���L�G�H�Q�W�L�I�L�H�G���R�Q�H���G�H�D�W�K���I�U�R�P���V�H�S�V�L�V�����7�K�H���D�U�W�L�F�O�H��
�V�W�D�W�H�G���W�K�D�W���W�K�H���G�H�D�W�K���Z�D�V���L�Q���D�Q���L�Q�G�L�Y�L�G�X�D�O���Z�K�R���I�D�L�O�H�G���W�R���I�R�O�O�R�Z���X�S���Z�L�W�K���K�H�U���K�H�D�O�W�K�F�D�U�H��
�S�U�R�Y�L�G�H�U���G�H�V�S�L�W�H���V�K�R�Z�L�Q�J���V�L�J�Q�V���R�I���L�O�O�Q�H�V�V�����%�D�V�H�G���R�Q���W�K�L�V���L�Q�I�R�U�P�D�W�L�R�Q�����G�H�D�W�K�V���L�Q���D�V�V�R�F�L�D�W�L�R�Q��
�Z�L�W�K���D�E�R�U�W�L�R�Q���D�U�H���H�[�W�U�H�P�H�O�\���U�D�U�H����
��
�' �H�D�W�K�V���U�H�S�R�U�W�H�G���I�U�R�P���W�K�H���S�R�V�W�P�D�U�N�H�W�L�Q�J���H�[�S�H�U�L�H�Q�F�H���R�I���0�L�I�H�S�U�H�[���D�U�H���V�X�P�P�D�U�L�]�H�G���E�H�O�R�Z���L�Q��
�W�K�H���3�R�V�W�P�D�U�N�H�W�L�Q�J���(�[�S�H�U�L�H�Q�F�H���V�H�F�W�L�R�Q����
��
Nonfatal serious adverse events�����7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���L�G�H�Q�W�L�I�L�H�G���N�H�\���Q�R�Q�I�D�W�D�O���V�H�U�L�R�X�V��
�D�G�Y�H�U�V�H���H�Y�H�Q�W�V�����6�$�(�V�����D�V�V�R�F�L�D�W�H�G���Z�L�W�K���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���I�R�U���0�L�I�H�S�U�H�[�������7�K�H�V�H��
�6�$�(�V���L�Q�F�O�X�G�H�����K�R�V�S�L�W�D�O�L�]�D�W�L�R�Q�����V�H�U�L�R�X�V���L�Q�I�H�F�W�L�R�Q�����E�O�H�H�G�L�Q�J���U�H�T�X�L�U�L�Q�J���W�U�D�Q�V�I�X�V�L�R�Q���D�Q�G��
�H�F�W�R�S�L�F���S�U�H�J�Q�D�Q�F�\�����6�H�F�W�L�R�Q�������R�I���W�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���G�D�W�H�G���0�D�U�F�K�����������������������S�U�R�Y�L�G�H�V���D��
�G�H�W�D�L�O�H�G���G�L�V�F�X�V�V�L�R�Q���R�I���U�H�S�R�U�W�H�G���U�D�W�H�V���R�I���K�R�V�S�L�W�D�O�L�]�D�W�L�R�Q�����V�H�U�L�R�X�V���L�Q�I�H�F�W�L�R�Q�����E�O�H�H�G�L�Q�J��
�U�H�T�X�L�U�L�Q�J���W�U�D�Q�V�I�X�V�L�R�Q���D�Q�G���H�F�W�R�S�L�F���S�U�H�J�Q�D�Q�F�\�������7�K�H���O�D�W�W�H�U���L�V���Q�R�W���D�Q���D�G�Y�H�U�V�H���U�H�D�F�W�L�R�Q��
�E�H�F�D�X�V�H���D�Q���H�F�W�R�S�L�F���S�U�H�J�Q�D�Q�F�\���Z�R�X�O�G���H�[�L�V�W���S�U�L�R�U���W�R���W�K�H���0�L�I�H�S�U�H�[���U�H�J�L�P�H�Q�����L�W���U�H�S�U�H�V�H�Q�W�V��
�L�Q�V�W�H�D�G���D���I�D�L�O�X�U�H���W�R���G�L�D�J�Q�R�V�H���D�Q���H�F�W�R�S�L�F���S�U�H�J�Q�D�Q�F�\�������2�Y�H�U�D�O�O���U�D�W�H�V���L�G�H�Q�W�L�I�L�H�G���E�\���W�K�H���F�O�L�Q�L�F�D�O��
�U�H�Y�L�H�Z���W�H�D�P���I�U�R�P���W�K�H���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H���D�U�H���D�V���I�R�O�O�R�Z�V����

�x �+�R�V�S�L�W�D�O�L�]�D�W�L�R�Q���������������������������L�Q���8���6�����V�W�X�G�L�H�V���R�I���R�Y�H�U�����������������Z�R�P�H�Q�������������������L�Q��
�L�Q�W�H�U�Q�D�W�L�R�Q�D�O���V�W�X�G�L�H�V���R�I���R�Y�H�U���������������Z�R�P�H�Q��

                         
�����*�U�R�V�V�P�D�Q���'�����*�U�L�Q�G�O�D�\���.�����%�X�F�K�D�F�N�H�U���7�����/�D�Q�H���.�����%�O�D�Q�F�K�D�U�G���.�����(�I�I�H�F�W�L�Y�H�Q�H�V�V�V���D�Q�G���D�F�F�H�S�W�D�E�L�O�L�W�\���R�I��
�P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���S�U�R�Y�L�G�H�G���W�K�R�U�X�J�K���W�H�O�H�P�H�G�L�F�L�Q�H�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������
�����*�R�O�G�V�W�R�Q�H���3�����0�L�F�K�H�O�V�R�Q���-�����:�L�O�O�L�D�P�V�R�Q���(�������(�D�U�O�\���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�V�L�Q�J���O�R�Z���G�R�V�H���P�L�I�H�S�U�L�V�W�R�Q�H���I�R�O�O�R�Z�H�G��
�E�\���E�X�F�F�D�O���P�L�V�R�S�U�R�V�W�R�O�����$���O�D�U�J�H���$�X�V�W�U�D�O�L�D�Q���R�E�V�H�U�Y�D�W�L�R�Q�D�O���V�W�X�G�\�����0�H�G���-���$�X�V�W�U�D�O��������������������������������������
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�x �6�H�U�L�R�X�V���L�Q�I�H�F�W�L�R�Q���V�H�S�V�L�V�������������������L�Q���8���6�����D�Q�G���L�Q�W�H�U�Q�D�W�L�R�Q�D�O���V�W�X�G�L�H�V���R�I���R�Y�H�U����������������
�Z�R�P�H�Q����

�x �7�U�D�Q�V�I�X�V�L�R�Q���������������������������L�Q���8���6�����V�W�X�G�L�H�V���R�I���R�Y�H�U�����������������Z�R�P�H�Q�������������������L�Q��
�L�Q�W�H�U�Q�D�W�L�R�Q�D�O���V�W�X�G�L�H�V���R�I���R�Y�H�U�����������������Z�R�P�H�Q��

��
�$���V�W�X�G�\���E�\���8�S�D�G�K�\�D�\���H�W���D�O�������U�H�S�R�U�W�H�G���D���������������U�D�W�H���R�I���P�D�M�R�U���F�R�P�S�O�L�F�D�W�L�R�Q�V�����L�Q�F�O�X�G�L�Q�J��
�L�Q�F�R�P�S�O�H�W�H���R�U���I�D�L�O�H�G���D�E�R�U�W�L�R�Q�����K�H�P�R�U�U�K�D�J�H�����L�Q�I�H�F�W�L�R�Q���R�U���X�W�H�U�L�Q�H���S�H�U�I�R�U�D�W�L�R�Q���W�K�D�W���U�H�T�X�L�U�H�G��
�K�R�V�S�L�W�D�O�L�]�D�W�L�R�Q�����V�X�U�J�H�U�\���R�U���W�U�D�Q�V�I�X�V�L�R�Q�����I�R�U���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q�V�����G�R�V�L�Q�J���U�H�J�L�P�H�Q��
�X�Q�V�S�H�F�L�I�L�H�G�����W�K�U�R�X�J�K���������G�D�\�V�����W�K�L�V���Z�D�V���D�E�R�X�W���G�R�X�E�O�H���W�K�H���U�D�W�H���U�H�S�R�U�W�H�G���I�R�U���I�L�U�V�W���W�U�L�P�H�V�W�H�U��
�D�V�S�L�U�D�W�L�R�Q���D�E�R�U�W�L�R�Q�V���D�Q�G���V�W�D�W�L�V�W�L�F�D�O�O�\���V�L�J�Q�L�I�L�F�D�Q�W�O�\���K�L�J�K�H�U�������+�R�Z�H�Y�H�U�����W�K�H�V�H���U�D�W�H�V���Z�H�U�H��
�G�U�L�Y�H�Q���E�\���K�L�J�K�H�U���U�D�W�H�V���R�I���L�Q�F�R�P�S�O�H�W�H���I�D�L�O�H�G���D�E�R�U�W�L�R�Q�����U�D�W�H�V���R�I���K�H�P�R�U�U�K�D�J�H�������������������D�Q�G��
�L�Q�I�H�F�W�L�R�Q�������������������G�L�G���Q�R�W���G�L�I�I�H�U���I�U�R�P���W�K�R�V�H���D�V�V�R�F�L�D�W�H�G���Z�L�W�K���D�V�S�L�U�D�W�L�R�Q�V��������
��
�2�Q�O�\���R�Q�H���V�X�E�P�L�W�W�H�G���V�W�X�G�\���U�H�S�R�U�W�H�G���D�Q���H�F�W�R�S�L�F���S�U�H�J�Q�D�Q�F�\�����7�K�L�V���V�W�X�G�\�����:�L�Q�L�N�R�I�I���H�W���D�O��������
�U�H�S�R�U�W�H�G���R�Q�H���H�F�W�R�S�L�F���D�P�R�Q�J�����������Z�R�P�H�Q����������������������
��
Comment:���7�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���K�D�V���E�H�H�Q���V�W�X�G�L�H�G���H�[�W�H�Q�V�L�Y�H�O�\���L�Q���W�K�H���O�L�W�H�U�D�W�X�U�H��
�X�V�L�Q�J���8���6�����D�Q�G���J�O�R�E�D�O���V�L�W�H�V�����6�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W�V���L�Q�F�O�X�G�L�Q�J���G�H�D�W�K�V�����K�R�V�S�L�W�D�O�L�]�D�W�L�R�Q����
�V�H�U�L�R�X�V���L�Q�I�H�F�W�L�R�Q�V�����E�O�H�H�G�L�Q�J���U�H�T�X�L�U�L�Q�J���W�U�D�Q�V�I�X�V�L�R�Q���D�Q�G���H�F�W�R�S�L�F���S�U�H�J�Q�D�Q�F�\���D�U�H���U�D�U�H�O�\��
�U�H�S�R�U�W�H�G�����7�K�H���U�D�W�H�V���R�I���W�K�H�V�H���V�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W�V���D�U�H���Z�H�O�O���E�H�O�R�Z���������D�Q�G���G�R���Q�R�W���V�X�J�J�H�V�W��
�D���V�D�I�H�W�\���S�U�R�I�L�O�H���G�L�I�I�H�U�H�Q�W���I�U�R�P���W�K�H���R�U�L�J�L�Q�D�O���D�S�S�U�R�Y�H�G���0�L�I�H�S�U�H�[���G�R�V�L�Q�J���U�H�J�L�P�H�Q�����$�O�W�K�R�X�J�K��
�W�K�H�U�H���L�V���O�H�V�V���V�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W���G�D�W�D���R�Q���Z�R�P�H�Q���Z�K�R���U�H�F�H�L�Y�H�G���0�L�I�H�S�U�H�[���D�Q�G��
�P�L�V�R�S�U�R�V�W�R�O���E�H�W�Z�H�H�Q���������������G�D�\�V���R�I���J�H�V�W�D�W�L�R�Q�����W�K�H���G�D�W�D���I�U�R�P���D���8���6�����V�W�X�G�\���R�I�����������Z�R�P�H�Q��
���:�L�Q�L�N�R�I�I���H�W���D�O���������L�Q���W�K�D�W���J�H�V�W�D�W�L�R�Q�D�O���D�J�H���L�V���U�H�D�V�V�X�U�L�Q�J���W�K�D�W���W�K�H���U�D�W�H�V���R�I���W�K�H�V�H���V�H�U�L�R�X�V��
�D�G�Y�H�U�V�H���H�Y�H�Q�W�V���D�U�H���Q�R�W���F�O�L�Q�L�F�D�O�O�\���G�L�I�I�H�U�H�Q�W���I�U�R�P���W�K�D�W���R�I���R�W�K�H�U���J�H�V�W�D�W�L�R�Q�D�O���D�J�H���U�D�Q�J�H�V������
��
�,�Q���V�X�P�P�D�U�\�����E�D�V�H�G���R�Q���W�K�H���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H�����Q�R�Q�I�D�W�D�O���V�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W�V���R�F�F�X�U���Z�L�W�K��
�0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���X�V�H���Z�L�W�K���U�D�W�H�V���J�H�Q�H�U�D�O�O�\���O�H�V�V���W�K�D�Q�������������,�Q�F�U�H�D�V�H�G���J�H�V�W�D�W�L�R�Q�D�O��
�D�J�H�����������������Z�H�H�N�V�����Z�D�V���Q�R�W���D�V�V�R�F�L�D�W�H�G���Z�L�W�K���D�Q���L�Q�F�U�H�D�V�H�G���L�Q�F�L�G�H�Q�F�H���R�I���Q�R�Q�I�D�W�D�O���6�$�(�V����
�2�W�K�H�U���V�X�E�P�L�V�V�L�R�Q�����V�S�H�F�L�I�L�F���V�D�I�H�W�\���L�V�V�X�H�V���W�K�D�W���Z�H�U�H���H�Y�D�O�X�D�W�H�G���L�Q�F�O�X�G�L�Q�J���X�W�H�U�L�Q�H���U�X�S�W�X�U�H���D�Q�G��
�D�Q�J�L�R�H�G�H�P�D���D�Q�D�S�K�\�O�D�[�L�V���D�U�H���G�L�V�F�X�V�V�H�G���L�Q���W�K�H���3�R�V�W�P�D�U�N�H�W�L�Q�J���(�[�S�H�U�L�H�Q�F�H���V�H�F�W�L�R�Q���E�H�O�R�Z����������
 
Loss to follow-up: �7�K�H���V�W�X�G�L�H�V���L�Q�F�O�X�G�H�G���L�Q���W�K�L�V���V�D�I�H�W�\���U�H�Y�L�H�Z���U�H�Y�H�D�O�H�G���D���Z�L�G�H���U�D�Q�J�H���R�I��
�O�R�V�V���W�R���I�R�O�O�R�Z���X�S�����I�U�R�P�������������O�R�V�V���W�R���I�R�O�O�R�Z���X�S���L�Q���W�K�H���V�W�X�G�\���Z�L�W�K���W�H�O�H�S�K�R�Q�H���I�R�O�O�R�Z���X�S��
���1�J�R�F���H�W���D�O���������W�R�����������L�Q���W�K�H���*�U�R�V�V�P�D�Q���H�W���D�O�������V�W�X�G�\���X�V�L�Q�J���W�H�O�H�P�H�G�L�F�L�Q�H���W�R���G�H�O�L�Y�H�U���P�H�G�L�F�D�O��

                         
�����8�S�D�G�K�\�D�\���8�'�����'�H�V�D�L���6�����/�L�G�D�U���9�����:�D�L�W�V���7�$�����*�U�R�V�V�P�D�Q���'�����$�Q�G�H�U�V�R�Q���3�����7�D�\�O�R�U���'�����,�Q�F�L�G�H�Q�F�H���R�I���H�P�H�U�J�H�Q�F�\��
�G�H�S�D�U�W�P�H�Q�W���Y�L�V�L�W�V���D�Q�G���F�R�P�S�O�L�F�D�W�L�R�Q�V���D�I�W�H�U���D�E�R�U�W�L�R�Q�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������������
�����:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�U�H�L�Q�L�Q���0�'�����&�U�R�Z�G�H�Q���:�$�����*�R�O�G�E�H�U�J���$�%�����*�R�Q�]�D�O�H�V���-�����+�R�Z�H���0�����0�R�V�N�R�Z�L�W�]���-����
�3�U�L�Q�H���/�����6�K�D�Q�Q�R�Q���&�6�����7�Z�R���G�L�V�W�L�Q�F�W���R�U�D�O���U�R�X�W�H�V���R�I���P�L�V�R�S�U�R�V�W�R�O���L�Q���P�L�I�H�S�U�L�V�W�R�Q�H���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q�����D��
�U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������������������
�����:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�K�R�Q�J���(�����H�W���D�O�����(�[�W�H�Q�G�L�Q�J���R�X�W�S�D�W�L�H�Q�W���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V���W�K�U�R�X�J�K���������G�D�\�V���R�I��
�J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������
�������1�J�R�F���1�7�1�����H�W���D�O�����$�F�F�H�S�W�D�E�L�O�L�W�\���D�Q�G���I�H�D�V�L�E�L�O�L�W�\���R�I���S�K�R�Q�H���I�R�O�O�R�Z���X�S���D�I�W�H�U���H�D�U�O�\���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���L�Q��
�9�L�H�W�Q�D�P�������$���U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O�����2�E�V�W�H�W���*�\�Q�H�F�R�O����������������������������������
�������*�U�R�V�V�P�D�Q���'�����*�U�L�Q�G�O�D�\���.�����%�X�F�K�D�F�N�H�U���7�����/�D�Q�H���.�����%�O�D�Q�F�K�D�U�G���.�����(�I�I�H�F�W�L�Y�H�Q�H�V�V�V���D�Q�G���D�F�F�H�S�W�D�E�L�O�L�W�\���R�I��
�P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���S�U�R�Y�L�G�H�G���W�K�R�U�X�J�K���W�H�O�H�P�H�G�L�F�L�Q�H�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������
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�D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V�� ��
 
Comment�����%�D�V�H�G���R�Q���W�K�H�V�H���G�D�W�D���U�H�Y�L�H�Z�H�G���E�\���W�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P�����W�K�H�U�H���L�V���Q�R���O�L�W�H�U�D�W�X�U�H��
�W�K�D�W���V�X�J�J�H�V�W�V���W�K�D�W���I�R�O�O�R�Z���X�S���P�R�G�D�O�L�W�\���D�O�W�H�U�V���V�D�I�H�W�\�����7�K�H�U�H�I�R�U�H�����O�D�E�H�O�L�Q�J���Z�L�O�O���Q�R�W���E�H��
�G�L�U�H�F�W�L�Y�H���U�H�J�D�U�G�L�Q�J���I�R�O�O�R�Z���X�S�����W�K�D�W���Z�L�O�O���E�H���D���G�H�F�L�V�L�R�Q���O�H�I�W���W�R���W�K�H���S�D�W�L�H�Q�W���D�Q�G���S�U�R�Y�L�G�H�U����
��
Common adverse events: �7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���H�Y�D�O�X�D�W�H�G���F�R�P�P�R�Q���D�G�Y�H�U�V�H���U�H�D�F�W�L�R�Q��
�G�D�W�D���D�Q�G���F�R�P�S�D�U�H�G���8���6�����D�Q�G���J�O�R�E�D�O���V�W�X�G�\���O�R�F�D�W�L�R�Q�V�����7�K�H���F�R�P�S�D�U�L�V�R�Q���U�H�Y�H�D�O�H�G���W�K�D�W���W�K�H�U�H��
�Z�H�U�H���G�L�I�I�H�U�H�Q�F�H�V���L�Q���W�K�H���I�U�H�T�X�H�Q�F�\���R�I���F�R�P�P�R�Q���D�G�Y�H�U�V�H���U�H�D�F�W�L�R�Q�V�����Z�L�W�K���W�K�H���U�H�S�R�U�W�L�Q�J���U�D�W�H�V��
�F�R�Q�V�L�G�H�U�D�E�O�\���K�L�J�K�H�U���D�P�R�Q�J���W�K�H���8���6�����V�W�X�G�L�H�V�������7�K�H�U�H���L�V���Q�R���U�H�D�V�R�Q���W�R���D�Q�W�L�F�L�S�D�W�H���U�H�J�L�R�Q�D�O������
�G�L�I�I�H�U�H�Q�F�H�V���L�Q���W�K�H���V�D�I�H�W�\���S�U�R�I�L�O�H���I�R�U���W�K�H���V�D�P�H���W�U�H�D�W�P�H�Q�W���U�H�J�L�P�H�Q�����V�R���W�K�H�V�H���G�L�I�I�H�U�H�Q�F�H�V��
�O�L�N�H�O�\���U�H�I�O�H�F�W���O�R�Z�H�U���D�V�F�H�U�W�D�L�Q�P�H�Q�W���R�U���V�X�E�M�H�F�W���U�H�S�R�U�W�L�Q�J���R�I���D�G�Y�H�U�V�H���U�H�D�F�W�L�R�Q�V���L�Q���Q�R�Q���8���6����
�V�W�X�G�L�H�V�������5�H�J�D�U�G�O�H�V�V�����L�Q�F�O�X�V�L�R�Q���R�I���W�K�L�V���Q�R�Q���8���6�����G�D�W�D���L�Q���O�D�E�H�O�L�Q�J���Z�R�X�O�G���Q�R�W���E�H���D�S�S�U�R�S�U�L�D�W�H����
�D�V���L�W���L�V���X�Q�O�L�N�H�O�\���W�R���E�H���L�Q�I�R�U�P�D�W�L�Y�H���W�R���W�K�H���8���6�����S�R�S�X�O�D�W�L�R�Q���R�I���X�V�H�U�V�������7�K�H���G�D�W�D���W�R���E�H���U�H�S�R�U�W�H�G��
�L�Q���O�D�E�H�O�L�Q�J���L�V���R�X�W�O�L�Q�H�G���L�Q���7�D�E�O�H�������E�H�O�R�Z����
��
Table 1:  �&�R�P�P�R�Q���$�G�Y�H�U�V�H���(�Y�H�Q�W�V�����•�������������L�Q���8.S. Studies of the Proposed Dosing Regimen  
Adverse 
Reaction 

# U.S. 
studies 

Number of 
Evaluable Women 

Range of 
frequency (%) 

Upper Gestational Age of 
Studies Reporting Outcome 

Nausea ���� ������������ ������������ �� �������G�D�\�V��
Weakness ���� �������� ������������ �� �������G�D�\�V��
Fever/chills ���� �������� ������ �� �������G�D�\�V��
Vomiting  ���� ������������ ������������ �� �������G�D�\�V��
Headache ���� �������� ������������ �� �������G�D�\�V��
Diarrhea ���� ������������ ������������ �� �������G�D�\�V��
Dizziness ���� �������� ������������ �� �������G�D�\�V��
�6�R�X�U�F�H�������'�D�W�D���I�U�R�P���0�L�G�G�O�H�W�R�Q���������:�L�Q�L�N�R�I�I�������D�Q�G���:�L�Q�L�N�R�I�I�������D�V���R�X�W�O�L�Q�H�G���L�Q���7�D�E�O�H�������R�I���W�K�H���&�'�7�/���U�H�Y�L�H�Z���G�D�W�H�G���0�D�U�F�K��
������������������������

��
�2�Q�H���F�R�Q�F�H�U�Q�L�Q�J���D�G�Y�H�U�V�H���H�Y�H�Q�W���L�V���V�H�Y�H�U�H���Y�D�J�L�Q�D�O���E�O�H�H�G�L�Q�J�����6�H�Y�H�U�H���Y�D�J�L�Q�D�O���E�O�H�H�G�L�Q�J���F�D�Q��
�U�H�V�X�O�W���L�Q���L�Q�W�H�U�Y�H�Q�W�L�R�Q�V���V�X�F�K���D�V���K�R�V�S�L�W�D�O�L�]�D�W�L�R�Q���D�Q�G���W�U�D�Q�V�I�X�V�L�R�Q���D�Q�G���P�D�\���E�H���D�V�V�R�F�L�D�W�H�G���Z�L�W�K��
�L�Q�I�H�F�W�L�R�Q�����7�K�H���R�Y�H�U�D�O�O���U�D�W�H���R�I���E�O�H�H�G�L�Q�J���D�F�U�R�V�V���S�X�E�O�L�F�D�W�L�R�Q�V���Y�D�U�L�H�G���E�H�W�Z�H�H�Q�������������D�Q�G��������������
�7�Z�R���S�X�E�O�L�F�D�W�L�R�Q�V�����6�D�Q�K�X�H�]�D���6�P�L�W�K���H�W���D�O�������D�Q�G���*�D�W�W�H�U���H�W���D�O���������H�Y�D�O�X�D�W�H�G���F�O�L�Q�L�F�D�O�O�\��
�V�L�J�Q�L�I�L�F�D�Q�W���E�O�H�H�G�L�Q�J���E�\���J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����$�O�W�K�R�X�J�K���W�K�H���S�X�E�O�L�F�D�W�L�R�Q�V���U�H�S�R�U�W�H�G���V�O�L�J�K�W�O�\��
�G�L�I�I�H�U�H�Q�W���U�D�W�H�V�����W�K�H�U�H���Z�D�V���Q�R���W�U�H�Q�G���R�I���L�Q�F�U�H�D�V�H�G���E�O�H�H�G�L�Q�J���U�H�T�X�L�U�L�Q�J���L�Q�W�H�U�Y�H�Q�W�L�R�Q���Z�L�W�K��
�0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���X�V�H���Z�L�W�K���L�Q�F�U�H�D�V�L�Q�J���J�H�V�W�D�W�L�R�Q�D�O���D�J�H����
��

                         
�������0�L�G�G�O�H�W�R�Q���7�����H�W���D�O�������5�D�Q�G�R�P�L�]�H�G���W�U�L�D�O���R�I���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���E�X�F�F�D�O���R�U���Y�D�J�L�Q�D�O���P�L�V�R�S�U�R�V�W�R�O���I�R�U�����D�E�R�U�W�L�R�Q��
�W�K�U�R�X�J�K���������G�D�\�V���R�I���O�D�V�W���P�H�Q�V�W�U�X�D�O���S�H�U�L�R�G�������&�R�Q�W�U�D�F�H�S�W�L�R�Q������������������������������������
�������:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�K�R�Q�J���(�����H�W���D�O�����(�[�W�H�Q�G�L�Q�J���R�X�W�S�D�W�L�H�Q�W���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V���W�K�U�R�X�J�K���������G�D�\�V��
�R�I���J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������������
�������:�L�Q�L�N�R�I�I���%�����'�]�X�E�D���,�*�����&�U�H�L�Q�L�Q���0�'�����&�U�R�Z�G�H�Q���:�$�����*�R�O�G�E�H�U�J���$�%�����*�R�Q�]�D�O�H�V���-�����+�R�Z�H���0�����0�R�V�N�R�Z�L�W�]���-����
�3�U�L�Q�H���/�����6�K�D�Q�Q�R�Q���&�6�����7�Z�R���G�L�V�W�L�Q�F�W���R�U�D�O���U�R�X�W�H�V���R�I���P�L�V�R�S�U�R�V�W�R�O���L�Q���P�L�I�H�S�U�L�V�W�R�Q�H���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q�����D��
�U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O�����2�E�V�W�H�W���*�\�Q�H�F�R�O������������������������������������������������ 
�����6�D�Q�K�X�H�]�D���6�P�L�W�K���3�����3�H�Q�D���0�����'�]�X�E�D���,�*�����H�W���D�O�����6�D�I�H�W�\�����H�I�I�L�F�D�F�\���D�Q�G���D�F�F�H�S�W�D�E�L�O�L�W�\���R�I���R�X�W�S�D�W�L�H�Q�W���P�L�I�H�S�U�L�V�W�R�Q�H��
�P�L�V�R�S�U�R�V�W�R�O���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���W�K�U�R�X�J�K���������G�D�\�V���V�L�Q�F�H���O�D�V�W���P�H�Q�V�W�U�X�D�O���S�H�U�L�R�G���L�Q���S�X�E�O�L�F���V�H�F�W�R�U���I�D�F�L�O�L�W�L�H�V���L�Q��
�0�H�[�L�F�R���&�L�W�\�����5�H�S�U�R�G���+�H�D�O�W�K���0�D�W�W�H�U�V��������������������������������
29�*�D�W�W�H�U���0�����&�O�H�O�D�Q�G���.�����1�X�F�D�W�R�O�D���'�/�����(�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���R�I���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�V�L�Q�J���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���E�X�F�F�D�O��
�P�L�V�R�S�U�R�V�W�R�O���W�K�U�R�X�J�K���������G�D�\�V�����&�R�Q�W�U�D�F�H�S�W�L�R�Q����������������������������������������
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�7�R���H�Y�D�O�X�D�W�H���H�D�F�K���R�I���W�K�H�V�H���F�K�D�Q�J�H�V�����W�K�H���U�H�Y�L�H�Z�H�U�V���H�Y�D�O�X�D�W�H�G���W�K�H���D�G�Y�H�U�V�H���H�Y�H�Q�W��
�L�Q�I�R�U�P�D�W�L�R�Q���U�H�J�D�U�G�L�Q�J������
�x Changing the timing interval between Mifeprex and misoprostol and change in 

the gestational age to 70 days: �6�X�S�S�R�U�W���I�R�U���W�K�H���������������K�R�X�U���L�Q�W�H�U�Y�D�O���D�Q�G���X�V�H���X�S��
�W�K�U�R�X�J�K���������G�D�\�V���Z�D�V���S�U�L�P�D�U�L�O�\���E�D�V�H�G���R�Q���D���O�D�U�J�H���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���E�\���6�K�D�Z���H�W��
�D�O���������7�K�L�V���U�H�Y�L�H�Z���H�Y�D�O�X�D�W�H�G���V�W�X�G�L�H�V���O�R�R�N�L�Q�J���D�W���G�L�I�I�H�U�H�Q�W���I�R�O�O�R�Z���X�S���P�R�G�D�O�L�W�L�H�V���D�Q�G��
�G�H�P�R�Q�V�W�U�D�W�H�G���W�K�D�W���W�K�H�U�H���D�U�H���D���Y�D�U�L�H�W�\���R�I���D�F�F�H�S�W�D�E�O�H���D�O�W�H�U�Q�D�W�L�Y�H�V���W�R���L�Q���F�O�L�Q�L�F���I�R�O�O�R�Z��
�X�S���W�K�D�W���F�D�Q���L�G�H�Q�W�L�I�\���F�D�V�H�V���L�Q���Z�K�L�F�K���W�K�H�U�H���L�V���Q�H�H�G���I�R�U���D�G�G�L�W�L�R�Q�D�O���L�Q�W�H�U�Y�H�Q�W�L�R�Q�����,�Q��
�D�G�G�L�W�L�R�Q�����W�K�H���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���G�L�G���Q�R�W���L�G�H�Q�W�L�I�\���D�Q�\���V�L�J�Q�L�I�L�F�D�Q�W���G�L�I�I�H�U�H�Q�F�H���L�Q��
�D�G�Y�H�U�V�H���H�Y�H�Q�W�V���Z�L�W�K���G�L�I�I�H�U�H�Q�W���W�L�P�H���L�Q�W�H�U�Y�D�O�V�������%�D�V�H�G���R�Q���W�K�H�V�H���I�L�Q�G�L�Q�J�V�����O�D�E�H�O�L�Q�J��
�Z�L�O�O���Q�R�W���E�H���G�L�U�H�F�W�L�Y�H���U�H�J�D�U�G�L�Q�J���V�S�H�F�L�I�L�F���G�H�W�D�L�O�V���R�I���K�R�Z���I�R�O�O�R�Z���X�S���V�K�R�X�O�G���E�H��
�S�H�U�I�R�U�P�H�G�����W�K�L�V���Z�L�O�O���E�H���D���G�H�F�L�V�L�R�Q���E�H�W�Z�H�H�Q���W�K�H���S�D�W�L�H�Q�W���D�Q�G���K�H�U���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�� 
 

�x Home administration of misoprostol: �7�K�H���$�S�S�O�L�F�D�Q�W���V�X�S�S�O�L�H�G���V�H�Y�H�U�D�O���S�X�E�O�L�V�K�H�G��
�V�W�X�G�L�H�V���W�K�D�W���V�X�S�S�R�U�W�H�G���W�K�L�V���F�K�D�Q�J�H���L�Q�F�O�X�G�L�Q�J���*�D�W�W�H�U���H�W���D�O�������D�Q�G���,�U�H�O�D�Q�G���H�W���D�O��������
�7�K�H�V�H���V�W�X�G�L�H�V���U�H�S�R�U�W�H�G���R�Q���O�D�U�J�H���Q�X�P�E�H�U�V���R�I���Z�R�P�H�Q���L�Q���W�K�H���8���6�����Z�K�R���W�R�R�N��
�P�L�V�R�S�U�R�V�W�R�O���D�W���K�R�P�H�����7�K�H���D�X�W�K�R�U�V���V�K�R�Z�H�G���W�K�D�W���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I��
�P�L�V�R�S�U�R�V�W�R�O�����D�V���S�D�U�W���R�I���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q�����L�V���D�V�V�R�F�L�D�W�H�G���Z�L�W�K���H�[�F�H�H�G�L�Q�J�O�\���O�R�Z��
�U�D�W�H�V���R�I���V�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W�V�����D�Q�G���Z�L�W�K���U�D�W�H�V���R�I���F�R�P�P�R�Q���D�G�Y�H�U�V�H���H�Y�H�Q�W�V��
�F�R�P�S�D�U�D�E�O�H���W�R���W�K�R�V�H���L�Q���W�K�H���V�W�X�G�L�H�V���R�I���F�O�L�Q�L�F���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O���W�K�D�W��
�V�X�S�S�R�U�W�H�G���W�K�H���L�Q�L�W�L�D�O���D�S�S�U�R�Y�D�O���L�Q���������������*�L�Y�H�Q���W�K�D�W���L�Q�I�R�U�P�D�W�L�R�Q���L�V���D�Y�D�L�O�D�E�O�H���R�Q��
�D�S�S�U�R�[�L�P�D�W�H�O�\�����������������Z�R�P�H�Q���I�U�R�P���W�K�H���S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H�����K�D�O�I���R�I���Z�K�L�F�K��
�L�Q�F�R�U�S�R�U�D�W�H�G���K�R�P�H���X�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O�����W�K�H�U�H���L�V���Q�R���F�O�L�Q�L�F�D�O���U�H�D�V�R�Q���W�R���U�H�V�W�U�L�F�W���W�K�H��
�O�R�F�D�W�L�R�Q���L�Q���Z�K�L�F�K���P�L�V�R�S�U�R�V�W�R�O���P�D�\���E�H���W�D�N�H�Q�������*�L�Y�H�Q���W�K�H���I�D�F�W���W�K�D�W���W�K�H���R�Q�V�H�W���R�I��
�F�U�D�P�S�L�Q�J���D�Q�G���E�O�H�H�G�L�Q�J���R�F�F�X�U�V���U�D�S�L�G�O�\�����L���H�������J�H�Q�H�U�D�O�O�\���Z�L�W�K�L�Q�������K�R�X�U�V�����D�I�W�H�U��
�P�L�V�R�S�U�R�V�W�R�O���G�R�V�L�Q�J�����D�O�O�R�Z�L�Q�J���G�R�V�L�Q�J���D�W���K�R�P�H���L�Q�F�U�H�D�V�H�V���W�K�H���F�K�D�Q�F�H���W�K�D�W���W�K�H���Z�R�P�D�Q��
�Z�L�O�O���E�H���L�Q���D�Q���D�S�S�U�R�S�U�L�D�W�H���D�Q�G���V�D�I�H���O�R�F�D�W�L�R�Q���Z�K�H�Q���W�K�H���S�U�R�F�H�V�V���E�H�J�L�Q�V��������
��

�x Use of a repeat dose of misoprostol: �6�D�I�H�W�\���U�H�S�R�U�W�L�Q�J���I�U�R�P���V�W�X�G�L�H�V���W�K�D�W���H�Y�D�O�X�D�W�H�G��
�D���U�H�S�H�D�W���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O���G�L�G���Q�R�W���V�S�H�F�L�I�L�F�D�O�O�\���D�V�V�H�V�V���W�K�H���V�X�E�V�H�W���R�I���Z�R�P�H�Q���Z�K�R��
�U�H�F�H�L�Y�H�G���D���V�H�F�R�Q�G���G�R�V�H�����E�X�W���Q�R���X�Q�H�[�S�H�F�W�H�G���I�L�Q�G�L�Q�J�V���Z�H�U�H���L�G�H�Q�W�L�I�L�H�G�����2�Q�H��
�U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O�����&�R�\�D�M�L���H�W���D�O���������F�R�Q�G�X�F�W�H�G���L�Q�����������Z�R�P�H�Q���V�H�H�N�L�Q�J��
�P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���L�Q���,�Q�G�L�D���O�R�R�N�H�G���D�W���D���V�L�Q�J�O�H���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H���D�V���F�R�P�S�D�U�H�G���W�R���W�Z�R��
�P�L�V�R�S�U�R�V�W�R�O���G�R�V�H�V�����$�O�W�K�R�X�J�K���W�K�H�U�H���Z�D�V���Q�R���G�L�I�I�H�U�H�Q�F�H���L�Q���W�K�H���F�R�P�S�O�H�W�H���S�U�H�J�Q�D�Q�F�\��
�W�H�U�P�L�Q�D�W�L�R�Q���U�D�W�H���L�Q���Z�R�P�H�Q���Z�K�R���U�H�F�H�L�Y�H�G���D���V�H�F�R�Q�G���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H���F�R�P�S�D�U�H�G���W�R��
�W�K�R�V�H���Z�K�R���G�L�G���Q�R�W�����W�K�H���U�H�S�H�D�W���P�L�V�R�S�U�R�V�W�R�O���G�R�V�H���U�H�G�X�F�H�G���W�K�H���Q�H�H�G���I�R�U���V�X�U�J�L�F�D�O��
�L�Q�W�H�U�Y�H�Q�W�L�R�Q�����7�K�L�V���V�W�X�G�\���Z�D�V���U�H�D�V�V�X�U�L�Q�J���L�Q���W�K�D�W�����W�K�H�U�H���Z�D�V���Q�R���V�L�J�Q�L�I�L�F�D�Q�W���G�L�I�I�H�U�H�Q�F�H��
�L�Q���W�K�H���D�G�Y�H�U�V�H���H�Y�H�Q�W�V���R�E�V�H�U�Y�H�G�²�V�L�P�L�O�D�U���S�H�U�F�H�Q�W�D�J�H�V���R�I���Z�R�P�H�Q���H�[�S�H�U�L�H�Q�F�H�G��

                         
�������6�K�D�Z���.�$�����7�R�S�S���1�-�����6�K�D�Z���-�*�����%�O�X�P�H�Q�W�K�D�O���3�%�����0�L�I�H�S�U�L�V�W�R�Q�H���P�L�V�R�S�U�R�V�W�R�O���G�R�V�L�Q�J���L�Q�W�H�U�Y�D�O���D�Q�G���H�I�I�H�F�W���R�Q��
�L�Q�G�X�F�W�L�R�Q���D�E�R�U�W�L�R�Q���W�L�P�H�V�����2�E�V�W�H�W���*�\�Q�H�F�R�O������������������������������������������������
�������*�D�W�W�H�U���0�����&�O�H�O�D�Q�G���.�����1�X�F�D�W�R�O�D���'�/�����(�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���R�I���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�V�L�Q�J���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G��
�E�X�F�F�D�O���P�L�V�R�S�U�R�V�W�R�O���W�K�U�R�X�J�K���������G�D�\�V�����&�R�Q�W�U�D�F�H�S�W�L�R�Q��������������������������������������
35�,�U�H�O�D�Q�G���/�'�����*�D�W�W�H�U���0�����&�K�H�Q���$�<�����0�H�G�L�F�D�O���F�R�P�S�D�U�H�G���Z�L�W�K���V�X�U�J�L�F�D�O���D�E�R�U�W�L�R�Q���I�R�U���H�I�I�H�F�W�L�Y�H���S�U�H�J�Q�D�Q�F�\��
�W�H�U�P�L�Q�D�W�L�R�Q���L�Q���W�K�H���I�L�U�V�W���W�U�L�P�H�V�W�H�U�����2�E�V�W�H�W���*�\�Q�H�F�R�O��������������������������������
�������&�R�\�D�M�L���.�����.�U�L�V�K�Q�D���8�����$�P�E�D�U�G�H�N�D�U���6�����%�U�D�F�N�H�Q���+�����5�D�R�W�H���9�����0�D�Q�G�O�H�N�D�U���$�����:�L�Q�L�N�R�I�I���%�����$�U�H���W�Z�R���G�R�V�H�V���R�I��
�P�L�V�R�S�U�R�V�W�R�O���D�I�W�H�U���P�L�I�H�S�U�L�V�W�R�Q�H���I�R�U���H�D�U�O�\���D�E�R�U�W�L�R�Q���E�H�W�W�H�U���W�K�D�Q���R�Q�H�"���%�-�2�*����������������������������������. 
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�F�U�D�P�S�L�Q�J�������������L�Q���W�K�H���V�L�Q�J�O�H���G�R�V�H���J�U�R�X�S�������������L�Q���W�K�H���U�H�S�H�D�W���G�R�V�H���J�U�R�X�S�������Q�D�X�V�H�D��
���E�R�W�K���J�U�R�X�S�V�������������Y�R�P�L�W�L�Q�J�����E�R�W�K���J�U�R�X�S�V�������������D�Q�G���G�L�D�U�U�K�H�D�����������L�Q���W�K�H���V�L�Q�J�O�H���G�R�V�H��
�J�U�R�X�S���Y�H�U�V�X�V���������L�Q���W�K�H���U�H�S�H�D�W���G�R�V�H���J�U�R�X�S�������$���V�X�S�S�R�U�W�L�Y�H���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���E�\��
�*�D�O�O�R���H�W���D�O�������D�O�V�R���S�U�R�Y�L�G�H�G���V�D�I�H�W�\���L�Q�I�R�U�P�D�W�L�R�Q���R�Q���V�X�E�M�H�F�W�V���Z�K�R���U�H�F�H�L�Y�H�G���U�H�S�H�D�W��
�P�L�V�R�S�U�R�V�W�R�O�����,�Q���W�K�L�V���U�H�Y�L�H�Z�����W�K�H���R�Q�O�\���V�L�G�H���H�I�I�H�F�W�V���G�L�V�F�X�V�V�H�G���L�Q���W�K�H���W�U�L�D�O�V���Z�H�U�H��
�G�L�D�U�U�K�H�D�����Z�K�L�F�K���Z�D�V���P�R�U�H���F�R�P�P�R�Q���R�Q���W�K�R�V�H���J�U�R�X�S�V���U�H�F�H�L�Y�L�Q�J���P�L�V�R�S�U�R�V�W�R�O���R�U�D�O�O�\��
�W�K�D�Q���L�Q���W�K�R�V�H���U�H�F�H�L�Y�L�Q�J���L�W���H�[�F�O�X�V�L�Y�H�O�\���Y�D�J�L�Q�D�O�O�\�������������������Y�H�U�V�X�V�������������5�D�V�K���Z�D�V��
�U�H�S�R�U�W�H�G�������������%�D�V�H�G���R�Q���W�K�H�V�H���I�L�Q�G�L�Q�J�V�����O�D�E�H�O�L�Q�J���Z�L�O�O���E�H���F�K�D�Q�J�H�G���E�H�F�D�X�V�H���W�K�H��
�P�L�V�R�S�U�R�V�W�R�O���G�R�V�H���G�R�H�V���Q�R�W���Q�H�H�G���W�R���E�H���U�H�V�W�U�L�F�W�H�G���W�R���L�Q���F�O�L�Q�L�F���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���W�R��
�D�V�V�X�U�H���V�D�I�H���S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q���X�V�L�Q�J���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q�����*�L�Y�H�Q���W�K�H��
�R�Q�V�H�W���R�I���E�O�H�H�G�L�Q�J���D�Q�G���F�U�D�P�S�L�Q�J���D�I�W�H�U���P�L�V�R�S�U�R�V�W�R�O�����D�O�O�R�Z�L�Q�J���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q��
�L�Q�F�U�H�D�V�H�V���W�K�H���O�L�N�H�O�L�K�R�R�G���W�K�D�W���D���Z�R�P�D�Q���Z�L�O�O���E�H���L�Q���D�Q���D�S�S�U�R�S�U�L�D�W�H���D�Q�G���V�D�I�H���O�R�F�D�W�L�R�Q��
�Z�K�H�Q���W�K�H���S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q���S�U�R�F�H�V�V���E�H�J�L�Q�V����
��

�x Change in the follow-up timeframe and method of follow-up: �7�K�H���$�S�S�O�L�F�D�Q�W��
�V�X�E�P�L�W�W�H�G���V�H�Y�H�U�D�O���D�U�W�L�F�O�H�V���W�K�D�W���G�H�V�F�U�L�E�H�G���G�L�I�I�H�U�H�Q�W���P�H�W�K�R�G�R�O�R�J�L�H�V���L�Q���I�R�O�O�R�Z���X�S��
�L�Q�F�O�X�G�L�Q�J���S�K�R�Q�H���F�D�O�O�V���D�Q�G���V�W�D�Q�G�D�U�G�L�]�H�G���L�Q�V�W�U�X�F�W�L�R�Q�V�����7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z�H�U�V��
�H�Y�D�O�X�D�W�H�G���D���V�W�X�G�\���L�Q���6�F�R�W�O�D�Q�G���E�\���&�D�P�H�U�R�Q���H�W���D�O�������W�K�D�W���H�Y�D�O�X�D�W�H�G���V�H�O�I���D�V�V�H�V�V�P�H�Q�W���D�V��
�F�R�P�S�D�U�H�G���W�R���V�W�D�Q�G�D�U�G���I�R�O�O�R�Z���X�S���P�H�W�K�R�G�R�O�R�J�L�H�V�����F�O�L�Q�L�F���Y�L�V�L�W���R�U���S�K�R�Q�H���F�D�O�O�������0�R�V�W��
�R�I���W�K�H���Z�R�P�H�Q���F�K�R�V�H���V�H�O�I���D�V�V�H�V�V�P�H�Q�W���R�Y�H�U���D�Q���L�Q���F�O�L�Q�L�F���Y�L�V�L�W���R�U���S�K�R�Q�H���F�D�O�O�����D�Q�G���W�K�H�U�H��
�Z�H�U�H���Q�R���V�L�J�Q�L�I�L�F�D�Q�W���G�L�I�I�H�U�H�Q�F�H�V���L�Q���D�G�Y�H�U�V�H���R�X�W�F�R�P�H�V���E�H�W�Z�H�H�Q���Z�R�P�H�Q���Z�K�R��
�X�Q�G�H�U�Z�H�Q�W���V�H�O�I���D�V�V�H�V�V�P�H�Q�W���R�I���K�H�D�O�W�K���F�R�P�S�D�U�H�G���W�R���W�K�R�V�H���Z�K�R���K�D�G���D���F�O�L�Q�L�F���Y�L�V�L�W���R�U��
�S�K�R�Q�H���F�D�O�O�����$�P�R�Q�J���Z�R�P�H�Q���Z�L�W�K���D�Q���R�Q�J�R�L�Q�J���S�U�H�J�Q�D�Q�F�\���D�I�W�H�U���0�L�I�H�S�U�H�[���D�Q�G��
�P�L�V�R�S�U�R�V�W�R�O�����W�K�H���P�D�M�R�U�L�W�\���V�H�O�I���L�G�H�Q�W�L�I�L�H�G���D�Q�G���S�U�H�V�H�Q�W�H�G���Z�L�W�K�L�Q���W�Z�R���Z�H�H�N�V���I�R�U���F�D�U�H������
�%�D�V�H�G���R�Q���W�K�L�V���L�Q�I�R�U�P�D�W�L�R�Q���D�Q�G���W�K�H���R�W�K�H�U���G�D�W�D���I�U�R�P���W�K�H���5�D�\�P�R�Q�G���V�\�V�W�H�P�D�W�L�F��
�D�U�W�L�F�O�H�������W�K�D�W���G�L�G���Q�R�W���L�G�H�Q�W�L�I�\���D���G�L�I�I�H�U�H�Q�F�H���L�Q���I�D�L�O�X�U�H���U�D�W�H���I�R�U���H�D�U�O�L�H�U�����O�H�V�V���W�K�D�Q���R�Q�H��
�Z�H�H�N�����D�V���F�R�P�S�D�U�H�G���W�R���R�Q�H���Z�H�H�N���R�U���J�U�H�D�W�H�U���R�I���I�R�O�O�R�Z���X�S�����V�X�I�I�L�F�L�H�Q�W���V�X�S�S�R�U�W���Z�D�V��
�S�U�R�Y�L�G�H�G���W�R���X�V�H���D���E�U�R�D�G�H�Q�H�G���Z�L�Q�G�R�Z���R�I�������W�R���������G�D�\�V���I�R�U���I�R�O�O�R�Z���X�S�����7�K�L�V���U�H�Y�L�V�H�G��
�I�R�O�O�R�Z���X�S���W�L�P�H���I�U�D�P�H���Z�L�O�O���E�H���L�Q�F�O�X�G�H�G���L�Q���O�D�E�H�O�L�Q�J������
��

�x Allowing providers other than physicians to provide Mifeprex�����7�K�H���F�X�U�U�H�Q�W����
�3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W���L�Q���W�K�H���5�(�0�6���V�S�H�F�L�I�L�H�V���W�K�D�W���³�«�0�L�I�H�S�U�H�[���P�X�V�W���E�H��
�S�U�R�Y�L�G�H�G���E�\���R�U���X�Q�G�H�U���W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���S�K�\�V�L�F�L�D�Q���Z�K�R���P�H�H�W�V���W�K�H���I�R�O�O�R�Z�L�Q�J��
�T�X�D�O�L�I�L�F�D�W�L�R�Q�V�«�´�����,�Q���D�G�G�L�W�L�R�Q�����F�X�U�U�H�Q�W���O�D�E�H�O�L�Q�J���V�W�D�W�H�V���W�K�D�W���0�L�I�H�S�U�H�[���Z�L�O�O���E�H��
�V�X�S�S�O�L�H�G���R�Q�O�\���W�R���O�L�F�H�Q�V�H�G���S�K�\�V�L�F�L�D�Q�V���Z�K�R���V�L�J�Q���D�Q�G���U�H�W�X�U�Q���D���3�U�H�V�F�U�L�E�H�U�¶�V��
�$�J�U�H�H�P�H�Q�W�������+�R�Z�H�Y�H�U�����O�D�E�H�O�L�Q�J���V�W�D�W�H�V���W�K�D�W���R�W�K�H�U���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V�����D�F�W�L�Q�J���X�Q�G�H�U��
�W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���T�X�D�O�L�I�L�H�G���S�K�\�V�L�F�L�D�Q�����P�D�\���D�O�V�R���S�U�R�Y�L�G�H���0�L�I�H�S�U�H�[���W�R���S�D�W�L�H�Q�W�V������
�6�H�Y�H�U�D�O���S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���V�X�E�P�L�W�W�H�G���E�\���W�K�H���$�S�S�O�L�F�D�Q�W���L�Q�G�L�F�D�W�H���W�K�D�W���K�H�D�O�W�K���F�D�U�H��
�S�U�R�Y�L�G�H�U�V���V�X�F�K���D�V���Q�X�U�V�H���S�U�D�F�W�L�W�L�R�Q�H�U�V�����Q�X�U�V�H���P�L�G�Z�L�Y�H�V�����D�Q�G���S�K�\�V�L�F�L�D�Q���D�V�V�L�V�W�D�Q�W�V���D�U�H��

                         
�������*�D�O�O�R���0�)�����&�D�K�L�O�O���6�����&�D�V�W�H�O�P�D�Q���/�����0�L�W�F�K�H�O�O���(�0�+�����$���V�\�V�W�H�P�D�W�L�F���U�H�Y�L�H�Z���R�I���P�R�U�H���W�K�D�Q���R�Q�H���G�R�V�H���R�I��
�P�L�V�R�S�U�R�V�W�R�O���D�I�W�H�U���P�L�I�H�S�U�L�V�W�R�Q�H���I�R�U���D�E�R�U�W�L�R�Q���X�S���W�R���������Z�H�H�N�V���J�H�V�W�D�W�L�R�Q�����&�R�Q�W�U�D�F�H�S�W�L�R�Q��������������������������������
�������&�D�P�H�U�R�Q���6�7�����*�O�D�V�L�H�U���$�����-�R�K�Q�V�W�R�Q�H���$�����'�H�Z�D�U�W���+�����&�D�P�S�E�H�O�O���$�����&�D�Q���Z�R�P�H�Q���G�H�W�H�U�P�L�Q�H���W�K�H���V�X�F�F�H�V�V���R�I���H�D�U�O�\��
�P�H�G�L�F�D�O���W�H�U�P�L�Q�D�W�L�R�Q���R�I���S�U�H�J�Q�D�Q�F�\���W�K�H�P�V�H�O�Y�H�V�"���&�R�Q�W�U�D�F�H�S�W�L�R�Q������������������������������
�������5�D�\�P�R�Q�G���(�*���	���*�U�L�P�H�V���'�$�������7�K�H���F�R�P�S�D�U�D�W�L�Y�H���V�D�I�H�W�\���R�I���O�H�J�D�O���L�Q�G�X�F�H�G���D�E�R�U�W�L�R�Q���D�Q�G���F�K�L�O�G�E�L�U�W�K���L�Q���W�K�H��
�8�Q�L�W�H�G���6�W�D�W�H�V�������2�E�V�W�H�W���*�\�Q�H�F�R�O������������������������������������
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�F�X�U�U�H�Q�W�O�\���S�U�R�Y�L�G�L�Q�J���D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V�����2�Q�H���R�I���W�K�H�V�H���V�W�X�G�L�H�V�����.�R�S�S���.�D�O�O�Q�H�U���H�W���D�O����������
�Z�D�V���D���U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O���R�I���������������Z�R�P�H�Q���L�Q���6�Z�H�G�H�Q���Z�K�R���Z�H�U�H��
�U�D�Q�G�R�P�L�]�H�G���W�R���U�H�F�H�L�Y�H���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���F�D�U�H���I�U�R�P���W�Z�R���Q�X�U�V�H���P�L�G�Z�L�Y�H�V��
�H�[�S�H�U�L�H�Q�F�H�G���L�Q���P�H�G�L�F�D�O���W�H�U�P�L�Q�D�W�L�R�Q�V���D�Q�G���W�U�D�L�Q�H�G���L�Q���H�D�U�O�\���S�U�H�J�Q�D�Q�F�\���X�O�W�U�D�V�R�X�Q�G��
�Y�H�U�V�X�V���D���J�U�R�X�S���R�I���������S�K�\�V�L�F�L�D�Q�V���Z�L�W�K���Y�D�U�\�L�Q�J���W�U�D�L�Q�L�Q�J���D�Q�G���H�[�S�H�U�L�H�Q�F�H�����6�X�F�F�H�V�V��
�U�D�W�H�V���Z�H�U�H���•�����������U�H�J�D�U�G�O�H�V�V���R�I���J�H�V�W�D�W�L�R�Q�D�O���D�J�H�����7�K�H���Q�X�U�V�H���P�L�G�Z�L�I�H���J�U�R�X�S���K�D�G���I�H�Z��
�F�R�P�S�O�L�F�D�W�L�R�Q�V�����W�K�R�X�J�K���W�K�L�V���Z�D�V���Q�R�W���V�W�D�W�L�V�W�L�F�D�O�O�\���V�L�J�Q�L�I�L�F�D�Q�W���������������I�R�U���Q�X�U�V�H��
�P�L�G�Z�L�Y�H�V�����Y�H�U�V�X�V�������������I�R�U���G�R�F�W�R�U�V�����S� ���������������1�R���V�H�U�L�R�X�V���F�R�P�S�O�L�F�D�W�L�R�Q�V���Z�H�U�H��
�U�H�S�R�U�W�H�G���D�Q�G���Q�R���E�O�R�R�G���W�U�D�Q�V�I�X�V�L�R�Q�V���Z�H�U�H���D�G�P�L�Q�L�V�W�H�U�H�G���L�Q���W�K�H���V�W�X�G�\�����%�D�V�H�G���R�Q���W�K�L�V��
�D�Q�G���R�W�K�H�U���V�X�S�S�R�U�W�L�Y�H���V�W�X�G�L�H�V�����W�K�H���L�Q�I�R�U�P�D�W�L�R�Q���V�X�S�S�R�U�W�V���W�K�H���H�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���R�I��
�D�O�O�R�Z�L�Q�J���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���R�W�K�H�U���W�K�D�Q���S�K�\�V�L�F�L�D�Q�V���F�D�Q���H�I�I�H�F�W�L�Y�H�O�\���D�Q�G���V�D�I�H�O�\��
�S�U�R�Y�L�G�H���D�E�R�U�W�L�R�Q���V�H�U�Y�L�F�H�V�����S�U�R�Y�L�G�H�G���W�K�D�W���W�K�H�\���P�H�H�W���W�K�H���U�H�T�X�L�U�H�P�H�Q�W�V���I�R�U��
�F�H�U�W�L�I�L�F�D�W�L�R�Q���G�H�V�F�U�L�E�H�G���L�Q���W�K�H���5�(�0�6�����7�K�H���F�O�L�Q�L�F�D�O���W�H�D�P���D�O�V�R���I�H�O�W���W�K�D�W���W�K�H���W�H�U�P��
�³�K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U���Z�K�R���S�U�H�V�F�U�L�E�H�V�´���Z�R�X�O�G���E�H���W�K�H���D�S�S�U�R�S�U�L�D�W�H���W�H�U�P�L�Q�R�O�R�J�\���D�V��
�S�U�H�V�F�U�L�E�L�Q�J���D�E�L�O�L�W�\���L�V���D���F�U�L�W�L�F�D�O���I�D�F�W�R�U���L�Q���G�L�V�S�H�Q�V�L�Q�J���0�L�I�H�S�U�H�[������

��
�7�K�H���F�O�L�Q�L�F�D�O���U�H�Y�L�H�Z���W�H�D�P���F�R�Q�F�O�X�G�H�G���W�K�D�W���W�K�H���H�Y�L�G�H�Q�F�H���G�H�P�R�Q�V�W�U�D�W�H�G���D�F�F�H�S�W�D�E�O�H���V�D�I�H�W�\���I�R�U��
�H�D�F�K���R�I���W�K�H���D�E�R�Y�H���S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V�����D�Q�G���,���F�R�Q�F�X�U���Z�L�W�K���W�K�H�L�U���F�R�Q�F�O�X�V�L�R�Q�������7�K�H���S�U�R�S�R�V�H�G��
�G�R�V�L�Q�J���U�H�J�L�P�H�Q���K�D�V���D���V�L�P�L�O�D�U���V�D�I�H�W�\���S�U�R�I�L�O�H���D�V���W�K�H���R�U�L�J�L�Q�D�O���U�H�J�L�P�H�Q���D�S�S�U�R�Y�H�G���L�Q����������������
�$�G�Y�H�U�V�H���R�X�W�F�R�P�H�V���R�I���L�Q�W�H�U�H�V�W�����V�X�F�K���D�V���G�H�D�W�K�V�����V�H�U�L�R�X�V���L�Q�I�H�F�W�L�R�Q�����W�U�D�Q�V�I�X�V�L�R�Q�V�����H�F�W�R�S�L�F��
�S�U�H�J�Q�D�Q�F�L�H�V���D�Q�G���X�W�H�U�L�Q�H���U�X�S�W�X�U�H�����U�H�P�D�L�Q���U�D�U�H�����D�Q�G���D�U�H���Q�R�W���Q�H�F�H�V�V�D�U�L�O�\���D�W�W�U�L�E�X�W�D�E�O�H���W�R��
�0�L�I�H�S�U�H�[���X�V�H�������2�Y�H�U�D�O�O�����W�K�H���U�D�W�H���R�I���G�H�D�W�K�V���D�Q�G���Q�R�Q�I�D�W�D�O���V�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W�V���D�U�H��
�D�F�F�H�S�W�D�E�O�\���O�R�Z�����D�Q�G���G�D�W�D���I�R�U���W�K�H���S�U�R�S�R�V�H�G���U�H�J�L�P�H�Q���G�R���Q�R�W���V�X�J�J�H�V�W���D���V�D�I�H�W�\���S�U�R�I�L�O�H���W�K�D�W��
�G�H�Y�L�D�W�H�V���I�U�R�P���W�K�D�W���R�I���W�K�H���R�U�L�J�L�Q�D�O�O�\���D�S�S�U�R�Y�H�G���U�H�J�L�P�H�Q�����1�R���D�V�V�R�F�L�D�W�L�R�Q���E�H�W�Z�H�H�Q���D�G�Y�H�U�V�H��
�R�X�W�F�R�P�H�V���D�Q�G���L�Q�F�U�H�D�V�L�Q�J���J�H�V�W�D�W�L�R�Q�D�O���D�J�H���Z�D�V���L�G�H�Q�W�L�I�L�H�G�����)�L�Q�D�O�O�\�����W�K�H���D�Y�D�L�O�D�E�O�H���L�Q�I�R�U�P�D�W�L�R�Q��
�V�X�S�S�R�U�W�V���W�K�H���V�D�I�H�W�\���R�I���W�K�H���R�W�K�H�U���S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V�����L�Q�F�O�X�G�L�Q�J���L�Q�F�U�H�D�V�L�Q�J���W�K�H���I�O�H�[�L�E�L�O�L�W�\���R�I��
�W�K�H���W�L�P�H���L�Q�W�H�U�Y�D�O���E�H�W�Z�H�H�Q���0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O�����D�W���K�R�P�H���X�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O�����X�V�H���R�I���D��
�U�H�S�H�D�W���G�R�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O�����F�K�D�Q�J�H���L�Q���W�K�H���I�R�O�O�R�Z���X�S���W�L�P�H�I�U�D�P�H���D�Q�G���D�O�O�R�Z�L�Q�J���K�H�D�O�W�K���F�D�U�H��
�S�U�R�Y�L�G�H�U�V���R�W�K�H�U���W�K�D�Q���S�K�\�V�L�F�L�D�Q�V���W�R���S�U�H�V�F�U�L�E�H���D�Q�G���G�L�V�S�H�Q�V�H���0�L�I�H�S�U�H�[���Z�H�U�H���D�F�F�H�S�W�D�E�O�H��������
��
9. Advisory Committee Meeting 
 
�0�L�I�H�S�U�H�[���L�V���Q�R�W���D���Q�H�Z���P�R�O�H�F�X�O�D�U���H�Q�W�L�W�\���U�H�T�X�L�U�L�Q�J���G�L�V�F�X�V�V�L�R�Q���E�H�I�R�U�H���D�Q���D�G�Y�L�V�R�U�\��
�F�R�P�P�L�W�W�H�H�����,�Q���D�G�G�L�W�L�R�Q�����D�Q���D�G�Y�L�V�R�U�\���F�R�P�P�L�W�W�H�H���Z�D�V���Q�R�W���Q�H�F�H�V�V�D�U�\���D�V���W�K�H���D�S�S�O�L�F�D�W�L�R�Q���G�L�G��
�Q�R�W���U�D�L�V�H���F�R�P�S�O�H�[���V�F�L�H�Q�W�L�I�L�F���R�U���R�W�K�H�U���L�V�V�X�H�V���W�K�D�W���Z�R�X�O�G���Z�D�U�U�D�Q�W���K�R�O�G�L�Q�J���D�Q���$�&���E�H�I�R�U�H��
�D�S�S�U�R�Y�D�O��������
 
10. Pediatrics 
 
�7�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���W�U�L�J�J�H�U�H�G���U�H�T�X�L�U�H�P�H�Q�W�V���X�Q�G�H�U���W�K�H���3�H�G�L�D�W�U�L�F���5�H�V�H�D�U�F�K���(�T�X�L�W�\���$�F�W��
���3�5�(�$���������7�K�H���$�J�H�Q�F�\���J�U�D�Q�W�H�G���D���S�D�U�W�L�D�O���3�5�(�$���Z�D�L�Y�H�U���I�R�U���S�U�H���P�H�Q�D�U�F�K�H�D�O���I�H�P�D�O�H�V���D�J�H�V��
�E�L�U�W�K���W�R���������\�H�D�U�V���E�H�F�D�X�V�H���L�W���Z�R�X�O�G���E�H���L�P�S�R�V�V�L�E�O�H���W�R���F�R�Q�G�X�F�W���V�W�X�G�L�H�V���L�Q���W�K�L�V���S�H�G�L�D�W�U�L�F��
�S�R�S�X�O�D�W�L�R�Q�����D�V���S�U�H�J�Q�D�Q�F�\���G�R�H�V���Q�R�W���H�[�L�V�W���L�Q���S�U�H�P�H�Q�D�U�F�K�H�D�O���I�H�P�D�O�H�V������

                         
�������.�R�S�S���.�D�O�O�Q�H�U���+�����)�L�D�O�D���&�����6�W�H�S�K�D�Q�V�V�R�Q���2�����*�H�P�]�H�O�O���'�D�Q�L�H�O�V�V�R�Q���.�����+�R�P�H���V�H�O�I���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I���Y�D�J�L�Q�D�O��
�P�L�V�R�S�U�R�V�W�R�O���I�R�U���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���D�W���������������G�D�\�V���F�R�P�S�D�U�H�G���Z�L�W�K���J�H�V�W�D�W�L�R�Q���R�I���E�H�O�R�Z���������G�D�\�V�����+�X�P�D�Q���5�H�S�U�R�G��
��������������������������������������������
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��
�7�K�H���$�S�S�O�L�F�D�Q�W���I�X�O�I�L�O�O�H�G���W�K�H���U�H�P�D�L�Q�L�Q�J���3�5�(�$���U�H�T�X�L�U�H�P�H�Q�W���L�Q���S�R�V�W�P�H�Q�D�U�F�K�H�D�O���I�H�P�D�O�H�V���E�\��
�V�X�E�P�L�W�W�L�Q�J���S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���R�I���0�L�I�H�S�U�H�[���I�R�U���S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q���L�Q���S�R�V�W�P�H�Q�D�U�F�K�H�D�O��
�I�H�P�D�O�H�V���O�H�V�V���W�K�D�Q���������\�H�D�U�V���R�O�G�������(�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���L�Q�I�R�U�P�D�W�L�R�Q���L�Q���W�K�H�V�H���D�G�R�O�H�V�F�H�Q�W�V���Z�D�V��
�E�D�V�H�G���R�Q���D���8���6�����V�W�X�G�\���L�Q�����������S�R�V�W�P�H�Q�D�U�F�K�H�D�O���D�G�R�O�H�V�F�H�Q�W�V�����*�D�W�W�H�U���H�W���D�O�����������2�I���W�K�H����������
�D�G�R�O�H�V�F�H�Q�W�V�������������R�I���W�K�H�V�H���D�G�R�O�H�V�F�H�Q�W�V���Z�H�U�H���X�Q�G�H�U�����������V�H�H���7�D�E�O�H�������E�H�O�R�Z����
��
Table 2: Age and Number of Adolescents Undergoing Medical Abortion (Gatter et al42) 

�$�J�H���R�I���6�X�E�M�H�F�W�� �1�X�P�E�H�U���R�I���6�X�E�M�H�F�W�V��
�H�Y�D�O�X�D�W�H�G��

������ ����
������ ����
������ ����
������ ������
������ ������
������ ��������

�6�R�X�U�F�H�����5�H�I�H�U���W�R���7�D�E�O�H���������R�I���W�K�H���0�H�G�L�F�D�O���2�I�I�L�F�H�U�¶�V���U�H�Y�L�H�Z���G�D�W�H�G���0�D�U�F�K��������������������
��
�7�K�H���*�D�W�W�H�U���H�W���D�O�������V�W�X�G�\���U�H�S�R�U�W�H�G���W�K�D�W���S�R�V�W�P�H�Q�D�U�F�K�D�O���I�H�P�D�O�H�V���O�H�V�V���W�K�D�Q���������\�H�D�U�V���R�O�G���K�D�G���D��
�������������S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q���U�D�W�H���D�V���F�R�P�S�D�U�H�G���W�R���I�H�P�D�O�H�V���D�J�H�G�����������������Z�K�R���K�D�G���D���U�D�W�H���R�I��
���������������7�K�L�V���D�U�W�L�F�O�H���U�H�S�R�U�W�H�G���W�K�D�W���O�R�V�V���W�R���I�R�O�O�R�Z���X�S���Z�D�V���V�O�L�J�K�W�O�\���K�L�J�K�H�U���L�Q���W�K�R�V�H���O�H�V�V���W�K�D�Q��
�������\�H�D�U�V���R�O�G�����K�R�Z�H�Y�H�U�����D�J�H���G�L�G���Q�R�W���D�G�Y�H�U�V�H�O�\���L�P�S�D�F�W���H�I�I�L�F�D�F�\���R�X�W�F�R�P�H�V������
��
�2�Q�H���L�V�V�X�H���Z�D�V���Z�K�H�W�K�H�U���D�G�R�O�H�V�F�H�Q�W�V���Z�R�X�O�G���F�R�P�S�O�\���Z�L�W�K���D�W���K�R�P�H���X�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O�������7�K�H��
�*�D�W�W�H�U�������H�W���D�O���V�W�X�G�\���L�Q�F�R�U�S�R�U�D�W�H�G���D�W���K�R�P�H���X�V�H���R�I���P�L�V�R�S�U�R�V�W�R�O���L�Q�W�R���W�K�H���0�L�I�H�S�U�H�[���G�R�V�H��
�U�H�J�L�P�H�Q���J�L�Y�H�Q���W�R���D�O�O���I�H�P�D�O�H�V�����L�Q�F�O�X�G�L�Q�J���S�R�V�W�P�H�Q�D�U�F�K�D�O���I�H�P�D�O�H�V���O�H�V�V���W�K�D�Q���������\�H�D�U�V���R�O�G������
�7�K�H���R�Y�H�U�D�O�O���H�I�I�L�F�D�F�\���L�Q���D�G�R�O�H�V�F�H�Q�W�V���Z�D�V���V�L�P�L�O�D�U���W�R���W�K�D�W���R�I���D�O�O���R�O�G�H�U���Z�R�P�H�Q�����7�K�L�V��
�L�Q�I�R�U�P�D�W�L�R�Q���V�X�S�S�R�U�W�V���D�W���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O���L�Q���S�R�V�W�P�H�Q�D�U�F�K�D�O���I�H�P�D�O�H�V��
�X�Q�G�H�U������������
��
�7�Z�R���R�W�K�H�U���S�X�E�O�L�V�K�H�G���V�W�X�G�L�H�V���S�U�R�Y�L�G�H�G���D�G�G�L�W�L�R�Q�D�O���H�I�I�L�F�D�F�\���R�Q���0�L�I�H�S�U�H�[���X�V�H���E�\���D�G�R�O�H�V�F�H�Q�W�V��
�I�R�U���S�U�H�J�Q�D�Q�F�\���W�H�U�P�L�Q�D�W�L�R�Q����

�x ���3�K�H�O�S�V���H�W���D�O�������H�Y�D�O�X�D�W�H�G���G�D�W�D���I�U�R�P���������D�G�R�O�H�V�F�H�Q�W�V���D�J�H�G���������W�R�����������D�W���”���������G�D�\�V��
�J�H�V�W�D�W�L�R�Q�����X�V�L�Q�J���0�L�I�H�S�U�H�[�����������P�J���I�R�O�O�R�Z�H�G���������K�R�X�U�V���O�D�W�H�U���E�\���P�L�V�R�S�U�R�V�W�R�O����������
�P�F�J���Y�D�J�L�Q�D�O�O�\�������,�Q���W�K�L�V���V�W�X�G�\���������������R�I���V�X�E�M�H�F�W�V���K�D�G���D���F�R�P�S�O�H�W�H���S�U�H�J�Q�D�Q�F�\��
�W�H�U�P�L�Q�D�W�L�R�Q�����Z�L�W�K���I�L�Y�H���Q�R�W���U�H�T�X�L�U�L�Q�J���P�L�V�R�S�U�R�V�W�R�O������

��

                         
�����*�D�W�W�H�U���0�����&�O�H�O�D�Q�G���.�����1�X�F�D�W�R�O�D���'�/�����(�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���R�I���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�V�L�Q�J���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���E�X�F�F�D�O��
�P�L�V�R�S�U�R�V�W�R�O���W�K�U�R�X�J�K���������G�D�\�V�����&�R�Q�W�U�D�F�H�S�W�L�R�Q��������������������������������������
�������,�E�L�G����
�����*�D�W�W�H�U���0�����&�O�H�O�D�Q�G���.�����1�X�F�D�W�R�O�D���'�/�����(�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���R�I���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�V�L�Q�J���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���E�X�F�F�D�O��
�P�L�V�R�S�U�R�V�W�R�O���W�K�U�R�X�J�K���������G�D�\�V�����&�R�Q�W�U�D�F�H�S�W�L�R�Q��������������������������������������
�����*�D�W�W�H�U���0�����&�O�H�O�D�Q�G���.�����1�X�F�D�W�R�O�D���'�/�����(�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\���R�I���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���X�V�L�Q�J���P�L�I�H�S�U�L�V�W�R�Q�H���D�Q�G���E�X�F�F�D�O��
�P�L�V�R�S�U�R�V�W�R�O���W�K�U�R�X�J�K���������G�D�\�V�����&�R�Q�W�U�D�F�H�S�W�L�R�Q����������������������������������������
�����3�K�H�O�S�V���5�+�����H�W���D�O�����0�L�I�H�S�U�L�V�W�R�Q�H���D�E�R�U�W�L�R�Q���L�Q���P�L�Q�R�U�V�����&�R�Q�W�U�D�F�H�S�W�L�R�Q��������������������������������������
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�7�K�H�� ���F�R�Q�F�X�U�U�H�G���Z�L�W�K���X�V�H���R�I���W�K�H���W�H�U�P���³�K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�R���S�U�H�V�F�U�L�E�H���´���7�R��
�V�X�S�S�R�U�W���D���F�K�D�Q�J�H���L�Q���W�K�H���5�(�0�6���W�K�D�W���Z�R�X�O�G���D�O�O�R�Z���T�X�D�O�L�I�L�H�G���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���R�W�K�H�U���W�K�D�Q��
�S�K�\�V�L�F�L�D�Q�V���W�R���S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[���W�K�U�R�X�J�K���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���S�U�R�J�U�D�P�����W�K�H���$�S�S�O�L�F�D�Q�W��
�S�U�R�Y�L�G�H�G���L�Q�I�R�U�P�D�W�L�R�Q���I�U�R�P���R�Y�H�U���������������Z�R�P�H�Q���L�Q���U�D�Q�G�R�P�L�]�H�G���F�R�Q�W�U�R�O�O�H�G���W�U�L�D�O�V���D�Q�G����������
�Z�R�P�H�Q���L�Q���S�U�R�V�S�H�F�W�L�Y�H���F�R�K�R�U�W���V�W�X�G�L�H�V���F�R�P�S�D�U�L�Q�J���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���F�D�U�H���E�\���S�K�\�V�L�F�L�D�Q�V��
�Y�H�U�V�X�V���R�W�K�H�U���S�U�R�Y�L�G�H�U�V�����Q�X�U�V�H�V���R�U���Q�X�U�V�H���P�L�G�Z�L�Y�H�V�������7�K�H�V�H���V�W�X�G�L�H�V���Z�H�U�H���F�R�Q�G�X�F�W�H�G���L�Q���D��
�Y�D�U�L�H�W�\���R�I���V�H�W�W�L�Q�J�V�����L�Q�W�H�U�Q�D�W�L�R�Q�D�O�����X�U�E�D�Q�����U�X�U�D�O�����D�Q�G���O�R�Z���U�H�V�R�X�U�F�H���������1�R���G�L�I�I�H�U�H�Q�F�H�V���L�Q��
�V�H�U�L�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W�V�����R�Q�J�R�L�Q�J���S�U�H�J�Q�D�Q�F�\���R�U���L�Q�F�R�P�S�O�H�W�H���D�E�R�U�W�L�R�Q���Z�H�U�H���L�G�H�Q�W�L�I�L�H�G��
�E�H�W�Z�H�H�Q���W�K�H���J�U�R�X�S�V�����*�L�Y�H�Q���W�K�D�W���S�U�R�Y�L�G�H�U�V���R�W�K�H�U���W�K�D�Q���S�K�\�V�L�F�L�D�Q�V���D�U�H���S�U�R�Y�L�G�L�Q�J���I�D�P�L�O�\��
�S�O�D�Q�Q�L�Q�J���D�Q�G���D�E�R�U�W�L�R�Q���F�D�U�H���X�Q�G�H�U���V�X�S�H�U�Y�L�V�L�R�Q���D�Q�G���W�K�D�W���W�K�H���D�S�S�U�R�Y�H�G���O�D�E�H�O�L�Q�J���D�Q�G���5�(�0�6��
�S�U�R�J�U�D�P���V�W�L�S�X�O�D�W�H���W�K�D�W���S�U�H�V�F�U�L�E�H�U�V���P�X�V�W���E�H���D�E�O�H���W�R���U�H�I�H�U���S�D�W�L�H�Q�W�V���I�R�U���D�G�G�L�W�L�R�Q�D�O���F�D�U�H����
�L�Q�F�O�X�G�L�Q�J���V�X�U�J�L�F�D�O���P�D�Q�D�J�H�P�H�Q�W�����D�O�O�R�Z�L�Q�J���W�K�H�V�H���S�U�H�V�F�U�L�E�H�U�V���W�R���S�D�U�W�L�F�L�S�D�W�H���L�Q���W�K�H���0�L�I�H�S�U�H�[��
�5�(�0�6���S�U�R�J�U�D�P���L�V���D�F�F�H�S�W�D�E�O�H����
��
�7�K�H�� ���D�O�V�R���F�R�Q�F�X�U�U�H�G���Z�L�W�K���W�K�H���W�H�D�P�V�¶���U�H�F�R�P�P�H�Q�G�D�W�L�R�Q���W�R���U�H�P�R�Y�H���W�K�H���3�D�W�L�H�Q�W��
�$�J�U�H�H�P�H�Q�W�����(�7�$�6�8���'�����I�U�R�P���W�K�H���5�(�0�6���D�O�W�K�R�X�J�K���V�R�P�H�����P�H�P�E�H�U�V���F�R�P�P�H�Q�W�H�G���W�K�D�W��
�D�G�G�L�W�L�R�Q�D�O���V�X�S�S�R�U�W���I�R�U���W�K�H���U�H�Y�L�H�Z���W�H�D�P�¶�V���U�D�W�L�R�Q�D�O�H���I�R�U���W�K�L�V���P�R�G�L�I�L�F�D�W�L�R�Q���Z�D�V���Q�H�H�G�H�G�����7�K�H��
�U�H�Y�L�H�Z���W�H�D�P�¶�V���U�D�W�L�R�Q�D�O�H���I�R�U���W�K�L�V���F�K�D�Q�J�H���Z�D�V��������
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�x �7�K�H���V�D�I�H�W�\���S�U�R�I�L�O�H���R�I���0�L�I�H�S�U�H�[���L�V���Z�H�O�O���F�K�D�U�D�F�W�H�U�L�]�H�G���R�Y�H�U���������\�H�D�U�V���R�I���H�[�S�H�U�L�H�Q�F�H����
�Z�L�W�K���N�Q�R�Z�Q���U�L�V�N�V���R�F�F�X�U�U�L�Q�J���U�D�U�H�O�\�����W�K�H���V�D�I�H�W�\���S�U�R�I�L�O�H���K�D�V���Q�R�W���F�K�D�Q�J�H�G���R�Y�H�U���W�K�H��
�S�H�U�L�R�G���R�I���V�X�U�Y�H�L�O�O�D�Q�F�H������

�x �(�V�W�D�E�O�L�V�K�H�G���F�O�L�Q�L�F�D�O���S�U�D�F�W�L�F�H���L�Q�F�O�X�G�H�V���S�D�W�L�H�Q�W���F�R�X�Q�V�H�O�L�Q�J���D�Q�G���,�Q�I�R�U�P�H�G���&�R�Q�V�H�Q�W����
�D�Q�G�����P�R�U�H���V�S�H�F�L�I�L�F�D�O�O�\���Z�L�W�K���0�L�I�H�S�U�H�[�����L�Q�F�O�X�G�H�V���F�R�X�Q�V�H�O�L�Q�J���R�Q���D�O�O���R�S�W�L�R�Q�V���I�R�U��
�W�H�U�P�L�Q�D�W�L�R�Q���R�I���S�U�H�J�Q�D�Q�F�\�����D�F�F�H�V�V���W�R���S�D�L�Q���P�D�Q�D�J�H�P�H�Q�W���D�Q�G���H�P�H�U�J�H�Q�F�\���V�H�U�Y�L�F�H�V���L�I��
�Q�H�H�G�H�G������

�x �0�H�G�L�F�D�O���D�E�R�U�W�L�R�Q���Z�L�W�K���0�L�I�H�S�U�H�[���L�V���S�U�R�Y�L�G�H�G���E�\���D���Z�H�O�O���H�V�W�D�E�O�L�V�K�H�G���J�U�R�X�S���R�I��
�R�U�J�D�Q�L�]�D�W�L�R�Q�V���D�Q�G���W�K�H�L�U���D�V�V�R�F�L�D�W�H�G���S�U�R�Y�L�G�H�U�V���Z�K�R���D�U�H���N�Q�R�Z�O�H�G�J�H�D�E�O�H���L�Q���W�K�L�V���D�U�H�D��
�R�I���Z�R�P�H�Q�¶�V���K�H�D�O�W�K�����7�K�H�L�U���G�R�F�X�P�H�Q�W�V���D�Q�G���J�X�L�G�H�O�L�Q�H�V���F�R�Y�H�U���D�O�O���W�K�H���V�D�I�H�W�\��
�L�Q�I�R�U�P�D�W�L�R�Q���W�K�D�W���D�O�V�R���D�S�S�H�D�U�V���L�Q���W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W��������

�x �(�7�$�6�8�V���$���D�Q�G���&���U�H�P�D�L�Q���L�Q���S�O�D�F�H�����7�K�H���3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W���X�Q�G�H�U���(�7�$�6�8���$��
�U�H�T�X�L�U�H�V���W�K�D�W���S�U�R�Y�L�G�H�U�V���³�H�[�S�O�D�L�Q���W�K�H���S�U�R�F�H�G�X�U�H�����I�R�O�O�R�Z���X�S�����D�Q�G���U�L�V�N�V���W�R���H�D�F�K���S�D�W�L�H�Q�W��
�D�Q�G���J�L�Y�H���K�H�U���D�Q���R�S�S�R�U�W�X�Q�L�W�\���W�R���G�L�V�F�X�V�V���W�K�H�P���´�����7�K�H���5�(�0�6���Z�L�O�O���F�R�Q�W�L�Q�X�H���W�R���U�H�T�X�L�U�H��
�W�K�D�W���0�L�I�H�S�U�H�[���E�H���G�L�V�S�H�Q�V�H�G���W�R���S�D�W�L�H�Q�W�V���R�Q�O�\���L�Q���F�H�U�W�D�L�Q���K�H�D�O�W�K�F�D�U�H���V�H�W�W�L�Q�J�V����
�V�S�H�F�L�I�L�F�D�O�O�\�����F�O�L�Q�L�F�V�����P�H�G�L�F�D�O���R�I�I�L�F�H�V�����D�Q�G���K�R�V�S�L�W�D�O�V�������7�K�L�V���H�Q�V�X�U�H�V���W�K�D�W���0�L�I�H�S�U�H�[��
�F�D�Q���R�Q�O�\���E�H���G�L�V�S�H�Q�V�H�G���X�Q�G�H�U���W�K�H���G�L�U�H�F�W���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U��������

�x �/�D�E�H�O�L�Q�J���P�L�W�L�J�D�W�H�V���U�L�V�N�����7�K�H���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H�����Z�K�L�F�K���Z�L�O�O���U�H�P�D�L�Q���D���S�D�U�W���R�I��
�O�D�E�H�O�L�Q�J�����F�R�Q�W�D�L�Q�V���W�K�H���V�D�P�H���U�L�V�N���L�Q�I�R�U�P�D�W�L�R�Q���F�R�Y�H�U�H�G���X�Q�G�H�U���W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W��������

����
�7�K�H���0�L�I�H�S�U�H�[���5�(�0�6���S�U�R�J�U�D�P���Z�L�O�O���K�D�Y�H���D���P�R�G�L�I�L�H�G���(�7�$�6�8���5�(�0�6���W�K�D�W���Z�L�O�O���F�R�Q�W�L�Q�X�H���W�R��
�H�Q�V�X�U�H���W�K�D�W���0�L�I�H�S�U�H�[���F�D�Q���R�Q�O�\���E�H���S�U�H�V�F�U�L�E�H�G���E�\���F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U�V���D�Q�G���E�H���G�L�V�S�H�Q�V�H�G���W�R��
�S�D�W�L�H�Q�W�V���L�Q���F�H�U�W�D�L�Q���K�H�D�O�W�K�F�D�U�H���V�H�W�W�L�Q�J�V�����V�S�H�F�L�I�L�F�D�O�O�\�����F�O�L�Q�L�F�V�����P�H�G�L�F�D�O���R�I�I�L�F�H�V���D�Q�G���K�R�V�S�L�W�D�O�V����
�7�K�H���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H���Z�L�O�O���F�R�Q�W�L�Q�X�H���W�R���E�H���G�L�V�W�U�L�E�X�W�H�G���W�R���S�D�W�L�H�Q�W�V���U�H�T�X�L�U�H�G���X�Q�G�H�U���������&�)�5��
�S�D�U�W�������������$�V���U�H�T�X�L�U�H�G���I�R�U���D�O�O���(�7�$�6�8���5�(�0�6�����R�Q�J�R�L�Q�J���D�V�V�H�V�V�P�H�Q�W�V���R�I���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6��
�S�U�R�J�U�D�P���Z�L�O�O���F�R�Q�W�L�Q�X�H���W�R���H�Q�V�X�U�H���W�K�D�W���W�K�H���P�R�G�L�I�L�H�G���0�L�I�H�S�U�H�[���5�(�0�6���S�U�R�J�U�D�P���L�V���P�H�H�W�L�Q�J��
�L�W�V���J�R�D�O�V������������
��
13. Decision/Action/Risk Benefit Assessment 
��
�'�H�F�L�V�L�R�Q����

�$�O�O���U�H�J�X�O�D�W�R�U�\���D�Q�G���V�F�L�H�Q�W�L�I�L�F���U�H�T�X�L�U�H�P�H�Q�W�V���K�D�Y�H���E�H�H�Q���D�G�H�T�X�D�W�H�O�\���D�G�G�U�H�V�V�H�G���L�Q���W�K�L�V���H�I�I�L�F�D�F�\��
�V�X�S�S�O�H�P�H�Q�W�����5�H�Y�L�H�Z���W�H�D�P�V���L�Q�Y�R�O�Y�H�G���L�Q���W�K�L�V���V�X�S�S�O�H�P�H�Q�W���K�D�Y�H���U�H�F�R�P�P�H�Q�G�H�G���D�S�S�U�R�Y�D�O���R�I��
�W�K�H���V�X�S�S�O�H�P�H�Q�W���I�U�R�P���W�K�H�L�U���G�L�V�F�L�S�O�L�Q�H�V�¶���S�H�U�V�S�H�F�W�L�Y�H�����7�K�H���V�X�E�P�L�W�W�H�G���H�I�I�L�F�D�F�\���D�Q�G���V�D�I�H�W�\��
�L�Q�I�R�U�P�D�W�L�R�Q���V�X�S�S�R�U�W�H�G���D�S�S�U�R�Y�D�O���R�I���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���W�K�U�R�X�J�K���������G�D�\�V��
�J�H�V�W�D�W�L�R�Q�����D�Q�G���R�W�K�H�U���F�K�D�Q�J�H�V���G�L�V�F�X�V�V�H�G���L�Q���W�K�L�V���V�X�P�P�D�U�\���P�H�P�R�������7�K�L�V���V�X�S�S�O�H�P�H�Q�W���Z�L�O�O��
�U�H�F�H�L�Y�H���D�Q���$�S�S�U�R�Y�D�O���D�F�W�L�R�Q������������

�%�H�Q�H�I�L�W���5�L�V�N���$�V�V�H�V�V�P�H�Q�W����

�7�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���S�U�R�Y�L�G�H�G���V�X�E�V�W�D�Q�W�L�D�O���H�Y�L�G�H�Q�F�H���R�I���H�I�I�L�F�D�F�\���I�R�U���W�K�H���S�U�R�S�R�V�H�G��
�G�R�V�L�Q�J���U�H�J�L�P�H�Q���W�K�U�R�X�J�K���������G�D�\�V���J�H�V�W�D�W�L�R�Q�������7�K�H���H�I�I�L�F�D�F�\���I�L�Q�G�L�Q�J�V���Z�H�U�H���V�L�P�L�O�D�U���W�R���W�K�R�V�H��
�W�K�D�W���O�H�G���W�R���W�K�H���D�S�S�U�R�Y�D�O���R�I���W�K�H���R�U�L�J�L�Q�D�O���G�R�V�L�Q�J���U�H�J�L�P�H�Q���L�Q�����������������,�Q���D�G�G�L�W�L�R�Q�����W�K�H���V�X�E�P�L�W�W�H�G��
�S�X�E�O�L�V�K�H�G���O�L�W�H�U�D�W�X�U�H���V�X�S�S�R�U�W�H�G���R�W�K�H�U���F�K�D�Q�J�H�V���V�R�X�J�K�W���L�Q���W�K�L�V���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���W�K�D�W���Z�L�O�O��
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�E�H���U�H�I�O�H�F�W�H�G���L�Q���O�D�E�H�O�L�Q�J�����������D���P�R�U�H���I�O�H�[�L�E�O�H���W�L�P�H���L�Q�W�H�U�Y�D�O���R�I���������W�R���������K�R�X�U�V���E�H�W�Z�H�H�Q��
�0�L�I�H�S�U�H�[���D�Q�G���P�L�V�R�S�U�R�V�W�R�O���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q�����������W�K�H���R�S�W�L�R�Q���R�I���D�W���K�R�P�H���D�G�P�L�Q�L�V�W�U�D�W�L�R�Q���R�I��
�P�L�V�R�S�U�R�V�W�R�O�����������W�K�H���R�S�W�L�R�Q���R�I���U�H�S�H�D�W���P�L�V�R�S�U�R�V�W�R�O���G�R�V�L�Q�J�����L�I���F�O�L�Q�L�F�D�O�O�\���L�Q�G�L�F�D�W�H�G����������
�I�O�H�[�L�E�L�O�L�W�\���L�Q���W�K�H���I�R�O�O�R�Z�±�X�S���W�L�P�H���I�U�D�P�H���R�I�������W�R���������G�D�\�V�����D�Q�G���������S�H�U�P�L�W�W�L�Q�J���T�X�D�O�L�I�L�H�G��
�K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���R�W�K�H�U���W�K�D�Q���S�K�\�V�L�F�L�D�Q�V���W�R���S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[��������

�7�K�H���V�D�I�H�W�\���I�L�Q�G�L�Q�J�V���R�I���W�K�H���S�U�R�S�R�V�H�G���G�R�V�L�Q�J���U�H�J�L�P�H�Q���Z�H�U�H���D�F�F�H�S�W�D�E�O�H���D�Q�G���Z�H�U�H���V�L�P�L�O�D�U���W�R��
�W�K�R�V�H���V�H�H�Q���Z�L�W�K���W�K�H���R�U�L�J�L�Q�D�O���G�R�V�L�Q�J���U�H�J�L�P�H�Q���D�S�S�U�R�Y�H�G���L�Q������������������

�$�I�W�H�U���U�H�Y�L�H�Z���R�I���W�K�H���5�(�0�6���P�R�G�L�I�L�F�D�W�L�R�Q�V���S�U�R�S�R�V�H�G���E�\���W�K�H���6�S�R�Q�V�R�U�����,���F�R�Q�F�X�U���Z�L�W�K���W�K�H��
�F�O�L�Q�L�F�D�O���W�H�D�P���D�Q�G�� ���U�H�F�R�P�P�H�Q�G�D�W�L�R�Q�V���W�K�D�W����

������ �7�K�H���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H���F�D�Q���E�H���U�H�P�R�Y�H�G���I�U�R�P���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���S�U�R�J�U�D�P�����7�K�H��
�0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H���U�H�T�X�L�U�H�P�H�Q�W�V���X�Q�G�H�U���������&�)�5���S�D�U�W�����������U�H�T�X�L�U�H���W�K�H���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H���W�R��
�E�H���G�L�V�W�U�L�E�X�W�H�G���W�R���S�D�W�L�H�Q�W�V�����0�L�I�H�S�U�H�[���Z�L�O�O���R�Q�O�\���E�H���G�L�V�S�H�Q�V�H�G���E�\���D���K�H�D�O�W�K�F�D�U�H���S�U�R�I�H�V�V�L�R�Q�D�O��
�Z�K�R���Z�L�O�O���E�H���N�Q�R�Z�O�H�G�J�H�D�E�O�H���D�Q�G���D�E�O�H���W�R���S�U�R�Y�L�G�H���W�K�H���S�D�W�L�H�Q�W���L�Q�V�W�U�X�F�W�L�R�Q�V���R�Q���D�S�S�U�R�S�U�L�D�W�H���X�V�H��
�R�I���W�K�H���G�U�X�J�����L�Q�F�O�X�G�L�Q�J���Z�K�D�W���S�R�W�H�Q�W�L�D�O���V�L�G�H���H�I�I�H�F�W�V���P�D�\���R�F�F�X�U���R�U���I�R�O�O�R�Z���X�S���W�K�D�W���P�D�\���E�H��
�U�H�T�X�L�U�H�G���D�V���D�S�S�U�R�S�U�L�D�W�H�����D�Q�G���Z�K�R���Z�L�O�O���D�Q�V�Z�H�U���D�Q�\���T�X�H�V�W�L�R�Q�V���W�K�H���S�D�W�L�H�Q�W���P�D�\���K�D�Y�H�����,�Q���W�K�D�W��
�V�H�W�W�L�Q�J�����W�K�H���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H���Z�L�O�O���D�O�U�H�D�G�\���E�H���D���U�H�T�X�L�U�H�G���D�Y�D�L�O�D�E�O�H���W�R�R�O���I�R�U���F�R�X�Q�V�H�O�L�Q�J����
�7�K�H�U�H�I�R�U�H�����J�L�Y�H�Q���W�K�H���H�[�L�V�W�L�Q�J���U�H�T�X�L�U�H�P�H�Q�W�V���X�Q�G�H�U���������&�)�5���S�D�U�W�������������,���F�R�Q�F�X�U���W�K�D�W���W�K�H�U�H���L�V��
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RISK EVALUATION AND MIT IGATION STRATEGY (REMS) 
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�L�� �(�Q�V�X�U�H���W�K�D�W���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�R���S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[���D�U�H���V�S�H�F�L�D�O�O�\���F�H�U�W�L�I�L�H�G��
�L�Q�� �D�F�F�R�U�G�D�Q�F�H�� �Z�L�W�K�� �W�K�H�� �U�H�T�X�L�U�H�P�H�Q�W�V�� �G�H�V�F�U�L�E�H�G�� �D�E�R�Y�H���D�Q�G�� �G�H���F�H�U�W�L�I�\�� �K�H�D�O�W�K�F�D�U�H��
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�x Prescriber Agreement Form 
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�������0�L�I�H�S�U�H�[���P�X�V�W���E�H���G�L�V�S�H�Q�V�H�G���W�R���S�D�W�L�H�Q�W�V���R�Q�O�\���L�Q���F�H�U�W�D�L�Q���K�H�D�O�W�K�F�D�U�H���V�H�W�W�L�Q�J�V����
�V�S�H�F�L�I�L�F�D�O�O�\���F�O�L�Q�L�F�V�����P�H�G�L�F�D�O���R�I�I�L�F�H�V�����D�Q�G���K�R�V�S�L�W�D�O�V�����E�\���R�U���X�Q�G�H�U���W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D��
�F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U����
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�� �D���� �'�D�Q�F�R���/�D�E�R�U�D�W�R�U�L�H�V���P�X�V�W����

��
�L�� �(�Q�V�X�U�H���W�K�D�W���0�L�I�H�S�U�H�[���L�V���D�Y�D�L�O�D�E�O�H���W�R���E�H���G�L�V�S�H�Q�V�H�G���W�R���S�D�W�L�H�Q�W�V���R�Q�O�\���L�Q���F�O�L�Q�L�F�V����

�P�H�G�L�F�D�O���R�I�I�L�F�H�V���D�Q�G���K�R�V�S�L�W�D�O�V���E�\���R�U���X�Q�G�H�U���W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���F�H�U�W�L�I�L�H�G��
�S�U�H�V�F�U�L�E�H�U����

��
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B����Implementation System��
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���� �'�D�Q�F�R���/�D�E�R�U�D�W�R�U�L�H�V���P�X�V�W���H�Q�V�X�U�H���W�K�D�W���0�L�I�H�S�U�H�[���L�V���R�Q�O�\���G�L�V�W�U�L�E�X�W�H�G���W�R���F�O�L�Q�L�F�V�����P�H�G�L�F�D�O���R�I�I�L�F�H�V��

�D�Q�G���K�R�V�S�L�W�D�O�V���E�\���R�U���X�Q�G�H�U���W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U���E�\����

�D�� �(�Q�V�X�U�L�Q�J���W�K�D�W���G�L�V�W�U�L�E�X�W�R�U�V���Z�K�R���G�L�V�W�U�L�E�X�W�H���0�L�I�H�S�U�H�[���F�R�P�S�O�\���Z�L�W�K���W�K�H���S�U�R�J�U�D�P��
�U�H�T�X�L�U�H�P�H�Q�W�V���I�R�U���G�L�V�W�U�L�E�X�W�R�U�V�������7�K�H���G�L�V�W�U�L�E�X�W�R�U�V���P�X�V�W����

�L�� �3�X�W���S�U�R�F�H�V�V�H�V���D�Q�G���S�U�R�F�H�G�X�U�H�V���L�Q���S�O�D�F�H���W�R����

�D�� �&�R�P�S�O�H�W�H���W�K�H���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U���F�H�U�W�L�I�L�F�D�W�L�R�Q���S�U�R�F�H�V�V���X�S�R�Q���U�H�F�H�L�S�W���R�I��
�W�K�H��Prescriber Agreement Form.����

�E�� �1�R�W�L�I�\���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�H�Q���W�K�H�\���K�D�Y�H���E�H�H�Q���F�H�U�W�L�I�L�H�G���E�\���W�K�H��
�0�L�I�H�S�U�H�[���5�(�0�6���3�U�R�J�U�D�P����

�F�� �6�K�L�S���0�L�I�H�S�U�H�[���R�Q�O�\���W�R���F�O�L�Q�L�F�V�����P�H�G�L�F�D�O���R�I�I�L�F�H�V�����D�Q�G���K�R�V�S�L�W�D�O�V���L�G�H�Q�W�L�I�L�H�G��
�E�\���F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U�V���L�Q���W�K�H���V�L�J�Q�H�G��Prescriber Agreement Form��������

�G�� �1�R�W���V�K�L�S���0�L�I�H�S�U�H�[���W�R���S�U�H�V�F�U�L�E�H�U�V���Z�K�R���E�H�F�R�P�H���G�H���F�H�U�W�L�I�L�H�G���I�U�R�P���W�K�H��
�0�L�I�H�S�U�H�[���3�U�R�J�U�D�P������

�H�� �3�U�R�Y�L�G�H���W�K�H���3�U�H�V�F�U�L�E�L�Q�J���,�Q�I�R�U�P�D�W�L�R�Q���D�Q�G��Prescriber Agreement Form���W�R��
�K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�R�����������D�W�W�H�P�S�W���W�R���R�U�G�H�U���0�L�I�H�S�U�H�[���D�Q�G���D�U�H���Q�R�W���\�H�W��
�F�H�U�W�L�I�L�H�G�����R�U�����������L�Q�T�X�L�U�H���D�E�R�X�W���K�R�Z���W�R���E�H�F�R�P�H���F�H�U�W�L�I�L�H�G����
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������������ �'�R�F�X�P�H�Q�W�D�W�L�R�Q���R�I���6�D�I�H���8�V�H���&�R�Q�G�L�W�L�R�Q�V�����(�7�$�6�8���'�������������������������������������������������������������������������������������������������������������������� 
������������ �,�P�S�O�H�P�H�Q�W�D�W�L�R�Q���6�\�V�W�H�P������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������ 
������������ �7�L�P�H�W�D�E�O�H���I�R�U���6�X�E�P�L�V�V�L�R�Q���R�I���$�V�V�H�V�V�P�H�Q�W�V�������������������������������������������������������������������������������������������������������������������������������������������������� 
�������� �$�V�V�H�V�V�P�H�Q�W���3�O�D�Q���������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������� 
���� �&�2�1�&�/�8�6�,�2�1������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������ 
���� �5�(�&�2�0�0�(�1�'�$�7�,�2�1�6������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������ 
���� �$�S�S�H�Q�G�L�[�������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������������� 

��
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�x ���0�L�I�H�S�U�H�[���3�R�V�W���P�D�U�N�H�W�L�Q�J���6�D�I�H�W�\���5�H�Y�L�H�Z�����G�D�W�H�G���$�X�J�X�V�W��������������������
�x �$�G�G�H�Q�G�X�P���W�R�� ���5�H�Y�L�H�Z���R�I���<�H�D�U�������5�(�0�6���$�V�V�H�V�V�P�H�Q�W���5�H�S�R�U�W�����G�D�W�H�G���0�D�U�F�K��������������������
�x ���G�U�D�I�W���&�O�L�Q�L�F�D�O���5�H�Y�L�H�Z���I�R�U���0�L�I�H�S�U�H�[�����1�'�$�������������������3�$�6�����������G�D�W�H�G���0�D�U�F�K����������������������

��

3. OVERVIEW OF  RATIONALE FOR PROPOSED REMS MODIFICATIONS  

�2�Q���0�D�\�����������������������'�D�Q�F�R���V�X�E�P�L�W�W�H�G���D�Q���H�I�I�L�F�D�F�\���S�U�L�R�U���D�S�S�U�R�Y�D�O���V�X�S�S�O�H�P�H�Q�W�������������3�$�6�������������D�Q�G��
�5�(�0�6���P�R�G�L�I�L�F�D�W�L�R�Q�������,�Q���3�$�6�������������'�D�Q�F�R���L�V���V�H�H�N�L�Q�J���D�S�S�U�R�Y�D�O���R�I���F�H�U�W�D�L�Q���F�K�D�Q�J�H�V�����L�Q�F�O�X�G�L�Q�J����

�x �'�R�V�L�Q�J���R�I�����������P�J���R�U�D�O�O�\���[���������L�Q�V�W�H�D�G���R�I�����������P�J���R�U�D�O�O�\���[������
�x �(�[�W�H�Q�V�L�R�Q���R�I���P�D�[�L�P�X�P���J�H�V�W�D�W�L�R�Q�D�O���D�J�H����
�x �,�Q�F�O�X�V�L�R�Q���R�I���P�L�V�R�S�U�R�V�W�R�O���L�Q���W�K�H���L�Q�G�L�F�D�W�L�R�Q���V�W�D�W�H�P�H�Q�W��
�x �,�Q�F�O�X�V�L�R�Q���R�I���L�Q�I�R�U�P�D�W�L�R�Q���U�H�J�D�U�G�L�Q�J���3�H�G�L�D�W�U�L�F���5�H�V�H�D�U�F�K���(�T�X�L�W�\���$�F�W�����3�5�(�$�����G�D�W�D��
�x �5�H�S�O�D�F�H�P�H�Q�W���R�I���W�K�H���W�H�U�P���³�S�K�\�V�L�F�L�D�Q�´���Z�L�W�K���³ ���L�Q���W�K�H���3�,���D�Q�G��

�W�K�H���5�(�0�6���3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W��
�x �5�H�P�R�Y�D�O���R�I���W�K�H���S�K�U�D�V�H���³�8�Q�G�H�U���)�H�G�H�U�D�O���/�D�Z�´���I�U�R�P���W�K�H���5�(�0�6���3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W��
�x �5�H�Y�L�V�L�R�Q�V���W�R���W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���)�R�U�P���W�R���U�H�I�O�H�F�W���S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V���L�Q���W�K�H���3�,��

�7�K�H���6�S�R�Q�V�R�U�¶�V���S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V���L�Q���W�K�H���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���S�U�R�P�S�W�H�G���U�H�Y�L�V�L�R�Q�V���W�R���W�K�H��
�0�L�I�H�S�U�H�[���5�(�0�6���P�D�W�H�U�L�D�O�V�����'�X�U�L�Q�J���U�H�Y�L�H�Z���R�I���W�K�H���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W���D�Q�G���S�U�R�S�R�V�H�G���5�(�0�6��
�0�R�G�L�I�L�F�D�W�L�R�Q�V�������H�Y�D�O�X�D�W�H�G���W�K�H���F�X�U�U�H�Q�W���5�(�0�6���S�U�R�J�U�D�P���W�R���G�H�W�H�U�P�L�Q�H���Z�K�H�W�K�H�U���R�W�K�H�U��
�F�K�D�Q�J�H�V���Z�H�U�H���D�S�S�U�R�S�U�L�D�W�H�������$�V���S�D�U�W���R�I���W�K�L�V���H�Y�D�O�X�D�W�L�R�Q�����W�K�H���U�H�Y�L�H�Z���W�H�D�P���W�R�R�N���L�Q�W�R���F�R�Q�V�L�G�H�U�D�W�L�R�Q��
�W�K�H���U�H�F�H�Q�W�� ���U�H�Y�L�H�Z���R�I���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���$�V�V�H�V�V�P�H�Q�W���F�R�P�S�O�H�W�H�G���R�Q���2�F�W�R�E�H�U����������������������
�W�K�H���D�G�G�H�Q�G�X�P���W�R���W�K�H���2�F�W�R�E�H�U���������������������U�H�Y�L�H�Z���F�R�P�S�O�H�W�H�G���R�Q���0�D�U�F�K�����������������������V�D�I�H�W�\���G�D�W�D��
�J�D�W�K�H�U�H�G���R�Y�H�U���W�K�H���S�D�V�W���������\�H�D�U�V���V�L�Q�F�H���D�S�S�U�R�Y�D�O�����D�Q�G���L�Q�I�R�U�P�D�W�L�R�Q���U�H�J�D�U�G�L�Q�J���F�X�U�U�H�Q�W���F�O�L�Q�L�F�D�O��
�S�U�D�F�W�L�F�H����������������������

�%�D�V�H�G���R�Q���W�K�H���D�Y�D�L�O�D�E�O�H���G�D�W�D���D�Q�G���L�Q�I�R�U�P�D�W�L�R�Q���� ���F�R�Q�W�L�Q�X�H�V���W�R���E�H�O�L�H�Y�H���W�K�D�W���D���5�(�0�6���L�V��
�Q�H�F�H�V�V�D�U�\���W�R���H�Q�V�X�U�H���W�K�H���E�H�Q�H�I�L�W�V���R�X�W�Z�H�L�J�K���W�K�H���U�L�V�N�V�����K�R�Z�H�Y�H�U�����Z�H���U�H�F�R�P�P�H�Q�G���W�K�D�W���V�R�P�H��
�H�O�H�P�H�Q�W�V���E�H���P�R�G�L�I�L�H�G���R�U���U�H�P�R�Y�H�G�������$�O�O���R�I���W�K�H���P�R�G�L�I�L�F�D�W�L�R�Q�V���L�Q���W�K�L�V���U�H�Y�L�H�Z���Z�H�U�H���G�L�V�F�X�V�V�H�G���Z�L�W�K��

�����7�K�H���U�H�F�R�P�P�H�Q�G�H�G���P�R�G�L�I�L�F�D�W�L�R�Q�V���D�Q�G���V�X�S�S�R�U�W�L�Q�J���U�D�W�L�R�Q�D�O�H���I�R�U���H�D�F�K���D�U�H���I�X�U�W�K�H�U��
�G�H�V�F�U�L�E�H�G���L�Q���6�H�F�W�L�R�Q�V�������D�Q�G�������E�H�O�R�Z������

4. SPONSOR PROPOSED MODIFICATIONS AND RATIONALE  

4.1. REMS ELEMENTS 

4.1.1. CERTIFICATION OF PRESCRIBERS - ETASU A  

4.1.1.1.    PRESCRIBER’S AGREEMENT  

�'�D�Q�F�R���L�V���S�U�R�S�R�V�L�Q�J���W�Z�R���P�R�G�L�I�L�F�D�W�L�R�Q�V���W�R���W�K�H���3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W���I�R�U�P�������7�K�H���I�L�U�V�W���S�U�R�S�R�V�D�O��
�L�V���W�R���U�H�P�R�Y�H���W�K�H���S�K�U�D�V�H���³�8�Q�G�H�U���)�H�G�H�U�D�O���O�D�Z�´���I�U�R�P���W�K�H���G�R�F�X�P�H�Q�W�������7�K�L�V���S�K�U�D�V�H���D�S�S�H�D�U�V���W�Z�L�F�H���L�Q��
�W�K�H���3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W��������

������ Under Federal law�����0�L�I�H�S�U�H�[���P�X�V�W���E�H���S�U�R�Y�L�G�H�G���E�\���R�U���X�Q�G�H�U���W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D��
�S�K�\�V�L�F�L�D�Q���Z�K�R���P�H�H�W�V���W�K�H���I�R�O�O�R�Z�L�Q�J���T�X�D�O�L�I�L�F�D�W�L�R�Q�V�«��

������ Under Federal law�����H�D�F�K���S�D�W�L�H�Q�W���P�X�V�W���E�H���S�U�R�Y�L�G�H�G���Z�L�W�K���D���0�H�G�L�F�D�W�L�R�Q���*�X�L�G�H������
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�F�K�D�Q�J�L�Q�J���W�K�H���Q�D�P�H���R�I���W�K�H���I�R�U�P���I�U�R�P���³�3�U�H�V�F�U�L�E�H�U�¶�V���$�J�U�H�H�P�H�Q�W�´���W�R���³�3�U�H�V�F�U�L�E�H�U���$�J�U�H�H�P�H�Q�W��
�)�R�U�P�´���W�R���E�H���F�R�Q�V�L�V�W�H�Q�W���Z�L�W�K���W�K�H���W�H�U�P�L�Q�R�O�R�J�\���X�V�H�G���L�Q���R�W�K�H�U���V�L�P�L�O�D�U���5�(�0�6���3�U�R�J�U�D�P�V�������7�K�H���W�H�U�P��
“physician” ���V�K�R�X�O�G���E�H���U�H�S�O�D�F�H�G�����D�V���S�U�R�S�R�V�H�G���E�\���W�K�H���6�S�R�Q�V�R�U�������+�R�Z�H�Y�H�U���W�K�H���U�H�Y�L�H�Z���W�H�D�P��
�U�H�F�R�P�P�H�Q�G�V���W�K�H���S�K�U�D�V�H���³healthcare provider who prescribes�´���L�Q���O�L�H�X���R�I���W�K�H���6�S�R�Q�V�R�U���S�U�R�S�R�V�H�G��
�³ ���W�R���P�R�U�H���F�O�R�V�H�O�\���U�H�I�O�H�F�W���W�K�H���V�W�D�W�X�W�R�U�\���S�U�R�Y�L�V�L�R�Q�����D�Q�G���W�R���D�O�L�J�Q���Z�L�W�K��
�W�K�L�V���U�H�Y�L�V�L�R�Q���L�Q���W�K�H���0�L�I�H�S�U�H�[���3�U�H�V�F�U�L�E�L�Q�J���,�Q�I�R�U�P�D�W�L�R�Q�����3�,�������Z�K�L�F�K���Z�D�V���E�D�V�H�G���R�Q���L�Q�I�R�U�P�D�W�L�R�Q���L�Q��
�W�K�H���V�X�S�S�O�H�P�H�Q�W���������$�G�G�L�W�L�R�Q�D�O���F�K�D�Q�J�H�V���D�U�H���L�Q�W�H�Q�G�H�G���W�R���L�P�S�U�R�Y�H���W�K�H���I�O�R�Z���R�I���W�K�H���G�R�F�X�P�H�Q�W�����6�H�H��
�W�K�H���D�S�S�H�Q�G�H�G�����U�H�G�O�L�Q�H�G���G�R�F�X�P�H�Q�W���I�R�U���I�X�U�W�K�H�U���G�H�W�D�L�O�V������

�&�R�Q�V�L�V�W�H�Q�W���Z�L�W�K���W�K�H���O�D�E�H�O�L�Q�J���U�H�Y�L�V�L�R�Q�V���L�Q���W�K�H���H�I�I�L�F�D�F�\���V�X�S�S�O�H�P�H�Q�W�����W�K�H���O�D�Q�J�X�D�J�H���L�Q���W�K�H��
�3�U�H�V�F�U�L�E�H�U���(�Q�U�R�O�O�P�H�Q�W���)�R�U�P���D�E�R�X�W���W�K�H���J�H�V�W�D�W�L�R�Q�D�O���D�J�H���V�K�R�X�O�G���E�H���F�K�D�Q�J�H�G���W�R���P�D�W�F�K���W�K�H���O�D�E�H�O�L�Q�J��
�E�H�L�Q�J���D�S�S�U�R�Y�H�G��������

5.1.3.   DRUG DISPENSED ONLY IN CERTAIN HEALTH  CARE SETTINGS - ETASU C 

�1�R���F�K�D�Q�J�H�V���W�R���(�7�$�6�8���&���D�U�H���S�U�R�S�R�V�H�G����

5.1.4. DOCUMENTATION OF SAFE USE CONDITIONS - ETASU D  

5.1.4.1.    PATIENT AGREEMENT 

�3�H�U���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6�����D���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���I�R�U�P���L�V���U�H�T�X�L�U�H�G���W�R���E�H���V�L�J�Q�H�G���D�Q�G���S�O�D�F�H�G���L�Q���W�K�H��
�S�D�W�L�H�Q�W�¶�V���P�H�G�L�F�D�O���U�H�F�R�U�G���D�V���G�R�F�X�P�H�Q�W�D�W�L�R�Q���R�I���V�D�I�H���X�V�H���F�R�Q�G�L�W�L�R�Q�V���I�R�U���0�L�I�H�S�U�H�[�������7�K�H���U�H�Y�L�H�Z��
�W�H�D�P���U�H�F�R�P�P�H�Q�G�V���U�H�P�R�Y�D�O���R�I���W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���I�R�U�P���I�U�R�P���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6�������7�K�L�V��
�U�H�F�R�P�P�H�Q�G�D�W�L�R�Q���L�V���E�D�V�H�G���L�Q���S�D�U�W���R�Q���W�K�H���I�D�F�W���W�K�D�W���W�K�H���F�X�U�U�H�Q�W���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���L�V���G�X�S�O�L�F�D�W�L�Y�H���R�I��
�W�K�H���L�Q�I�R�U�P�H�G���F�R�Q�V�H�Q�W���D�Q�G���F�R�X�Q�V�H�O�L�Q�J���S�U�R�F�H�V�V�H�V���W�K�D�W���W�D�N�H���S�O�D�F�H���L�Q���W�K�H���8�6�����F�R�Q�V�L�V�W�H�Q�W���Z�L�W�K��
�P�H�G�L�F�D�O���V�W�D�Q�G�D�U�G���R�I���F�D�U�H���D�Q�G���F�X�U�U�H�Q�W���F�O�L�Q�L�F�D�O���S�U�D�F�W�L�F�H���J�X�L�G�H�O�L�Q�H�V���I�R�U���D�E�R�U�W�L�R�Q���S�U�R�Y�L�G�H�U�V�����������������)�R�U��
�H�[�D�P�S�O�H�����W�K�H���1�D�W�L�R�Q�D�O���$�E�R�U�W�L�R�Q���)�H�G�H�U�D�W�L�R�Q�����1�$�)�����F�O�L�Q�L�F�D�O���S�U�D�F�W�L�F�H���J�X�L�G�H�O�L�Q�H�V���V�W�D�W�H���W�K�D�W��
�³�R�E�W�D�L�Q�L�Q�J���L�Q�I�R�U�P�H�G���F�R�Q�V�H�Q�W���D�Q�G���D�V�V�H�V�V�L�Q�J���W�K�D�W���W�K�H���G�H�F�L�V�L�R�Q���W�R���K�D�Y�H���D�Q���D�E�R�U�W�L�R�Q���L�V���P�D�G�H���I�U�H�H�O�\��
�E�\���W�K�H���S�D�W�L�H�Q�W���D�U�H���H�V�V�H�Q�W�L�D�O���S�D�U�W�V���R�I���W�K�H���D�E�R�U�W�L�R�Q���S�U�R�F�H�V�V���´�����7�K�H���1�$�)���J�X�L�G�H�O�L�Q�H�V���D�O�V�R���L�Q�F�O�X�G�H���D��
�V�W�D�Q�G�D�U�G���V�W�D�W�L�Q�J���W�K�D�W���G�R�F�X�P�H�Q�W�D�W�L�R�Q���P�X�V�W���V�K�R�Z���W�K�D�W���W�K�H���S�D�W�L�H�Q�W���D�I�I�L�U�P�V���W�K�D�W���V�K�H���X�Q�G�H�U�V�W�D�Q�G�V���W�K�H��
�S�U�R�F�H�G�X�U�H���D�Q�G���L�W�V���D�O�W�H�U�Q�D�W�L�Y�H�V�����W�K�H���S�R�W�H�Q�W�L�D�O���U�L�V�N�V���D�Q�G���E�H�Q�H�I�L�W�V�����D�Q�G���W�K�D�W���K�H�U���G�H�F�L�V�L�R�Q���L�V��
�Y�R�O�X�Q�W�D�U�\�������7�K�H���1�$�)���L�V���D���S�U�R�I�H�V�V�L�R�Q�D�O���D�V�V�R�F�L�D�W�L�R�Q�����D���F�R�Q�G�L�W�L�R�Q���R�I���P�H�P�E�H�U�V�K�L�S���U�H�T�X�L�U�H�V���S�H�U�L�R�G�L�F��
�T�X�D�O�L�W�\���D�V�V�X�U�D�Q�F�H���V�L�W�H���Y�L�V�L�W�V�����D�Q�G���P�H�P�E�H�U�V���P�X�V�W���D�J�U�H�H���W�R���D�G�K�H�U�H���W�R���W�K�H���&�O�L�Q�L�F�D�O���3�R�O�L�F�\��
�*�X�L�G�H�O�L�Q�H�V���S�X�E�O�L�V�K�H�G���E�\���W�K�H���1�$�)�������:�K�H�Q���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���D�W���1�$�)���D�I�I�L�O�L�D�W�H�G���I�D�F�L�O�L�W�L�H�V���Z�H�U�H��
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�3�O�D�Q�Q�H�G���3�D�U�H�Q�W�K�R�R�G���R�I���$�P�H�U�L�F�D���K�D�V���L�Q�I�R�U�P�H�G���F�R�Q�V�H�Q�W���I�R�U�P�V���G�H�V�F�U�L�E�L�Q�J���W�K�H���U�L�V�N�V���D�V�V�R�F�L�D�W�H�G��
�Z�L�W�K���P�H�G�L�F�D�O���D�E�R�U�W�L�R�Q�V�����7�K�H���1�$�)���D�I�I�L�O�L�D�W�H�G���P�H�P�E�H�U�V���D�Q�G���3�O�D�Q�Q�H�G���3�D�U�H�Q�W�K�R�R�G���R�I���$�P�H�U�L�F�D��
�I�D�F�L�O�L�W�L�H�V���D�F�F�R�X�Q�W���I�R�U �����R�I���0�L�I�H�S�U�H�[���X�V�H������

�7�K�H���L�Q�I�R�U�P�D�W�L�R�Q���L�Q���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���I�R�U�P���L�V���G�X�S�O�L�F�D�W�L�Y�H���R�I���W�K�H���L�Q�I�R�U�P�H�G��
�F�R�Q�V�H�Q�W���S�U�R�F�H�V�V���W�K�D�W���L�V���I�R�O�O�R�Z�H�G���D�Q�G���G�R�F�X�P�H�Q�W�H�G���E�\���W�K�H�V�H���S�U�R�Y�L�G�H�U�V�����Z�K�R���D�O�V�R���S�U�R�Y�L�G�H���D�E�R�U�W�L�R�Q��
�F�R�X�Q�V�H�O�L�Q�J���D�Q�G���H�G�X�F�D�W�L�R�Q���D�E�R�X�W���D�G�Y�H�U�V�H���H�Y�H�Q�W�V�������$�G�G�L�W�L�R�Q�D�O�O�\�����W�K�H���0�*�����Z�K�L�F�K���L�V���U�H�T�X�L�U�H�G���W�R���E�H��
�S�U�R�Y�L�G�H�G���X�Q�G�H�U���������&�)�5�������������F�R�Q�W�D�L�Q�V���W�K�H���V�D�P�H���U�L�V�N���L�Q�I�R�U�P�D�W�L�R�Q���D�G�G�U�H�V�V�H�G���L�Q���W�K�H���3�D�W�L�H�Q�W��
�$�J�U�H�H�P�H�Q�W���I�R�U�P���D�Q�G���Z�L�O�O���E�H���S�U�R�Y�L�G�H�G���D�W���W�K�H���W�L�P�H���W�K�H���P�H�G�L�F�D�W�L�R�Q���L�V���G�L�V�S�H�Q�V�H�G���W�R���W�K�H���S�D�W�L�H�Q�W������
�%�D�V�H�G���R�Q���W�K�L�V���L�Q�I�R�U�P�D�W�L�R�Q�����W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���I�R�U�P���L�V���Q�R�W���Q�H�F�H�V�V�D�U�\���W�R���H�Q�V�X�U�H���W�K�H���E�H�Q�H�I�L�W�V��
�R�X�W�Z�H�L�J�K���W�K�H���U�L�V�N�V���R�I���0�L�I�H�S�U�H�[����������

�)�L�Q�D�O�O�\�����W�K�H���8���6�����P�D�U�N�H�W�L�Q�J���K�L�V�W�R�U�\���R�I���0�L�I�H�S�U�H�[���V�S�D�Q�V���R�Y�H�U���I�L�I�W�H�H�Q���\�H�D�U�V�������'�X�U�L�Q�J���W�K�L�V���S�H�U�L�R�G���R�I��
�V�X�U�Y�H�L�O�O�D�Q�F�H�����W�K�H���V�D�I�H�W�\���S�U�R�I�L�O�H���R�I���0�L�I�H�S�U�H�[���K�D�V���E�H�H�Q���Z�H�O�O���F�K�D�U�D�F�W�H�U�L�]�H�G�����D�Q�G���V�H�U�L�R�X�V���D�G�Y�H�U�V�H��
�H�Y�H�Q�W�V���K�D�Y�H���U�D�U�H�O�\���R�F�F�X�U�U�H�G������������������������

5.2. REMS DOCUMENT  

�7�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���L�V���E�H�L�Q�J���U�H�Y�L�V�H�G���W�R���U�H�I�O�H�F�W���W�K�H���F�K�D�Q�J�H�V���G�H�V�F�U�L�E�H�G���D�E�R�Y�H���D�V���Z�H�O�O���D�V���W�R��
�U�H�I�O�H�F�W���W�K�H���$�J�H�Q�F�\�
�V���F�X�U�U�H�Q�W���W�K�L�Q�N�L�Q�J���R�Q���W�K�H���O�D�Q�J�X�D�J�H���D�Q�G���I�O�R�Z���L�Q���5�(�0�6���G�R�F�X�P�H�Q�W�V�����7�K�H��
�F�K�D�Q�J�H�V���W�R���W�K�H���G�L�I�I�H�U�H�Q�W���V�H�F�W�L�R�Q�V���R�I���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���D�U�H���G�H�V�F�U�L�E�H�G���I�X�U�W�K�H�U���E�H�O�R�Z�������)�R�U��
�D�G�G�L�W�L�R�Q�D�O���G�H�W�D�L�O�V�����V�H�H���W�K�H���U�H�G�O�L�Q�H�G���D�Q�G���F�O�H�D�Q���5�(�0�6���G�R�F�X�P�H�Q�W���D�S�S�H�Q�G�H�G���W�R���W�K�L�V���U�H�Y�L�H�Z����

5.2.1. GOALS  

�7�K�H���U�H�Y�L�H�Z���W�H�D�P���L�V���U�H�F�R�P�P�H�Q�G�L�Q�J���P�R�G�L�I�L�F�D�W�L�R�Q���R�I���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���J�R�D�O�V�������&�X�U�U�H�Q�W�O�\���W�K�H��
�J�R�D�O�V���D�U�H�����$�����W�R���S�U�R�Y�L�G�H���L�Q�I�R�U�P�D�W�L�R�Q���W�R���S�D�W�L�H�Q�W�V���D�E�R�X�W���W�K�H���E�H�Q�H�I�L�W�V���D�Q�G���U�L�V�N�V���R�I���0�L�I�H�S�U�H�[���E�H�I�R�U�H��
�W�K�H�\���P�D�N�H���D���G�H�F�L�V�L�R�Q���Z�K�H�W�K�H�U���W�R���W�D�N�H���W�K�H���G�U�X�J���D�Q�G�����%�����W�R���P�L�Q�L�P�L�]�H���W�K�H���U�L�V�N���R�I���V�H�U�L�R�X�V��
�F�R�P�S�O�L�F�D�W�L�R�Q�V���E�\���U�H�T�X�L�U�L�Q�J���S�U�H�V�F�U�L�E�H�U�V���W�R���F�H�U�W�L�I�\���W�K�D�W���W�K�H�\���D�U�H���T�X�D�O�L�I�L�H�G���W�R���S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[��
�D�Q�G���D�U�H���D�E�O�H���W�R���D�V�V�X�U�H���S�D�W�L�H�Q�W���D�F�F�H�V�V���W�R���D�S�S�U�R�S�U�L�D�W�H���P�H�G�L�F�D�O���I�D�F�L�O�L�W�L�H�V���W�R���P�D�Q�D�J�H���D�Q�\��
�F�R�P�S�O�L�F�D�W�L�R�Q�V�������6�L�Q�F�H�� ���L�V���U�H�F�R�P�P�H�Q�G�L�Q�J���U�H�P�R�Y�D�O���R�I���W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���I�U�R�P���W�K�H��
�5�(�0�6���� ���U�H�F�R�P�P�H�Q�G�V���U�H�Y�L�V�L�Q�J���W�K�H���5�(�0�6���J�R�D�O�V���W�R���U�H�I�O�H�F�W���W�K�L�V���F�K�D�Q�J�H�����7�K�H���U�H�Y�L�V�H�G���J�R�D�O��
�L�V���W�R���H�Q�V�X�U�H���W�K�D�W���S�U�H�V�F�U�L�E�H�U�V���D�U�H���D�Z�D�U�H���R�I���W�K�H���U�L�V�N�V���R�I���V�H�U�L�R�X�V���F�R�P�S�O�L�F�D�W�L�R�Q�V���D�V�V�R�F�L�D�W�H�G���Z�L�W�K���W�K�H��
�X�V�H���R�I���0�L�I�H�S�U�H�[���D�Q�G���W�K�D�W���L�W���F�D�Q���R�Q�O�\���E�H���G�L�V�S�H�Q�V�H�G���L�Q���F�H�U�W�D�L�Q���K�H�D�O�W�K���F�D�U�H���V�H�W�W�L�Q�J�V�����7�K�H���J�R�D�O��
�Z�R�X�O�G���E�H���P�R�G�L�I�L�H�G���W�R���U�H�D�G����
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������������������
�������$�&�2�*�����0�H�G�L�F�D�O���P�D�Q�D�J�H�P�H�Q�W���R�I���I�L�U�V�W���W�U�L�P�H�V�W�H�U���D�E�R�U�W�L�R�Q�����$�&�2�*���3�U�D�F�W�L�F�H���%�X�O�O�H�W�L�Q���������������2�E�V�W�H�W�U�L�F�V���D�Q�G��
�*�\�Q�H�F�R�O�R�J�\��������������������������������������������
�������1�D�W�L�R�Q�D�O���$�E�R�U�W�L�R�Q���)�H�G�H�U�D�W�L�R�Q���&�O�L�Q�L�F�D�O���3�R�O�L�F�\���*�X�L�G�H�O�L�Q�H�V�����I�R�U���D�E�R�U�W�L�R�Q���F�D�U�H�������5�H�Y�L�V�H�G�������������H�G�L�W�L�R�Q�����������S�D�J�H�V����
�D�F�F�H�V�V�H�G���R�Q���W�K�H���L�Q�W�H�U�Q�H�W���D�W���K�W�W�S�������S�U�R�F�K�R�L�F�H���R�U�J���Z�S���F�R�Q�W�H�Q�W���X�S�O�R�D�G�V���������� �1�$�) �&�3�*�V���S�G�I����
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�³�7�K�H���J�R�D�O���R�I���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���L�V���W�R���P�L�W�L�J�D�W�H���W�K�H���U�L�V�N���R�I���V�H�U�L�R�X�V���F�R�P�S�O�L�F�D�W�L�R�Q�V���D�V�V�R�F�L�D�W�H�G��
�Z�L�W�K���0�L�I�H�S�U�H�[���E�\����

�D�� �5�H�T�X�L�U�L�Q�J���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�R���S�U�H�V�F�U�L�E�H���0�L�I�H�S�U�H�[���W�R���E�H���F�H�U�W�L�I�L�H�G���L�Q���W�K�H��
�0�L�I�H�S�U�H�[���5�(�0�6���3�U�R�J�U�D�P�� 

�E�� �(�Q�V�X�U�L�Q�J���W�K�D�W���0�L�I�H�S�U�H�[���L�V���R�Q�O�\���G�L�V�S�H�Q�V�H�G���L�Q���F�H�U�W�D�L�Q���K�H�D�O�W�K���F�D�U�H���V�H�W�W�L�Q�J�V���X�Q�G�H�U��
�W�K�H���V�X�S�H�U�Y�L�V�L�R�Q���R�I���D���F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U��� ́

5.2.2. MEDICATION G UIDE 

���U�H�F�R�P�P�H�Q�G�V���W�K�L�V���H�O�H�P�H�Q�W���E�H���U�H�P�R�Y�H�G���I�U�R�P���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W�����6�H�H���6�H�F�W�L�R�Q���������������I�R�U��
�U�D�W�L�R�Q�D�O�H����

5.2.3. CERTIFICATION OF PRESCRIBERS - ETASU A 

�7�K�H���O�D�Q�J�X�D�J�H���L�Q���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���V�W�D�W�L�Q�J���W�K�D�W���F�H�U�W�L�I�L�H�G���S�U�H�V�F�U�L�E�H�U�V���P�X�V�W���R�E�W�D�L�Q���D���F�R�P�S�O�H�W�H�G��
�3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W���I�R�U�P���I�U�R�P���W�K�H���S�D�W�L�H�Q�W���L�V���U�H�F�R�P�P�H�Q�G�H�G���W�R���E�H���U�H�P�R�Y�H�G�����V�H�H���6�H�F�W�L�R�Q������������������
�I�R�U���U�D�W�L�R�Q�D�O�H�������,�Q���D�G�G�L�W�L�R�Q�����H�G�L�W�V���W�R���D�O�L�J�Q���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���Z�L�W�K���O�D�Q�J�X�D�J�H���L�Q���W�K�H���U�H�Y�L�V�H�G���3�,��
�D�U�H���E�H�L�Q�J���P�D�G�H�����)�L�Q�D�O�O�\�����Z�H���U�H�F�R�P�P�H�Q�G���W�K�D�W���W�K�L�V���V�H�F�W�L�R�Q���R�I���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���E�H���U�H�Y�L�V�H�G��
�D�Q�G���H�G�L�W�H�G���W�R���U�H�I�O�H�F�W���W�K�H���$�J�H�Q�F�\�
�V���F�X�U�U�H�Q�W���W�K�L�Q�N�L�Q�J���R�Q���W�K�H���P�R�V�W���D�S�S�U�R�S�U�L�D�W�H���O�D�Q�J�X�D�J�H���D�Q�G���I�O�R�Z��
�R�I���5�(�0�6���G�R�F�X�P�H�Q�W�V�����+�R�Z�H�Y�H�U�����W�K�H���U�H�T�X�L�U�H�P�H�Q�W���I�R�U���3�U�H�V�F�U�L�E�H�U���&�H�U�W�L�I�L�F�D�W�L�R�Q���U�H�P�D�L�Q�V���D�Q�G���W�K�H��
�T�X�D�O�L�I�L�F�D�W�L�R�Q�V���R�I���D���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U���Z�K�R���S�U�H�V�F�U�L�E�H�V���0�L�I�H�S�U�H�[���K�D�Y�H���Q�R�W���F�K�D�Q�J�H�G���D�Q�G���F�R�Q�W�L�Q�X�H��
�W�R���E�H���Q�H�F�H�V�V�D�U�\���W�R���H�Q�V�X�U�H���W�K�H���E�H�Q�H�I�L�W�V���R�X�W�Z�H�L�J�K���W�K�H���U�L�V�N�V������

5.2.4. DRUG DISPENSED ONLY IN CERTAIN HEALTH CARE SETTINGS - ETASU C 

�7�K�L�V���V�H�F�W�L�R�Q���R�I���W�K�H���5�(�0�6���Z�D�V���H�G�L�W�H�G���W�R���S�U�R�Y�L�G�H���F�O�D�U�L�I�L�F�D�W�L�R�Q���R�Q���Z�K�H�U�H���0�L�I�H�S�U�H�[���Z�L�O�O���Q�R�W���E�H��
�G�L�V�S�H�Q�V�H�G������

�,�Q���D�G�G�L�W�L�R�Q�����W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���Z�D�V���U�H�Y�L�V�H�G���D�Q�G���H�G�L�W�H�G���W�R���U�H�I�O�H�F�W�����F�X�U�U�H�Q�W���W�K�L�Q�N�L�Q�J��
�R�Q���W�K�H���O�D�Q�J�X�D�J�H���D�Q�G���I�O�R�Z���R�I���5�(�0�6���G�R�F�X�P�H�Q�W�V�������7�K�H�V�H���F�K�D�Q�J�H�V���D�U�H���Q�R�W���L�Q�W�H�Q�G�H�G���W�R���E�H��
�V�X�E�V�W�D�Q�W�L�Y�H������

5.2.5. DOCUMENTATION OF SAFE USE CONDITIONS  -ETASU D 

�7�K�L�V���H�O�H�P�H�Q�W���L�V���E�H�L�Q�J���U�H�F�R�P�P�H�Q�G�H�G���I�R�U���U�H�P�R�Y�D�O���I�U�R�P���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W�����6�H�H���V�H�F�W�L�R�Q��
�����������������I�R�U���U�D�W�L�R�Q�D�O�H����

5.2.6. IMPLEMENTATION SYSTEM 

�7�K�L�V���V�H�F�W�L�R�Q���R�I���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���L�V���S�U�R�S�R�V�H�G���W�R���E�H���U�H�Y�L�V�H�G���D�Q�G���H�G�L�W�H�G���W�R���U�H�I�O�H�F�W���W�K�H��
�$�J�H�Q�F�\�
�V���F�X�U�U�H�Q�W���W�K�L�Q�N�L�Q�J���R�Q���W�K�H���O�D�Q�J�X�D�J�H���D�Q�G���I�O�R�Z���R�I���5�(�0�6���G�R�F�X�P�H�Q�W�V����

5.2.7. TIMETABLE FOR SUBMIS SION OF ASSESSMENTS  

�7�K�L�V���V�H�F�W�L�R�Q���R�I���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W���L�V���S�U�R�S�R�V�H�G���W�R���E�H���U�H�Y�L�V�H�G���D�Q�G���H�G�L�W�H�G���W�R���U�H�I�O�H�F�W���W�K�H��
�$�J�H�Q�F�\�
�V���F�X�U�U�H�Q�W���W�K�L�Q�N�L�Q�J���R�Q���W�K�H���O�D�Q�J�X�D�J�H���D�Q�G���I�O�R�Z���R�I���5�(�0�6���G�R�F�X�P�H�Q�W�V����

5.3. ASSESSMENT PLAN 
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�&�X�U�U�H�Q�W�O�\�����W�K�H���5�(�0�6���$�V�V�H�V�V�P�H�Q�W���3�O�D�Q���U�H�T�X�L�U�H�V���'�D�Q�F�R���W�R���V�X�E�P�L�W���W�K�H���I�R�O�O�R�Z�L�Q�J���D�G�Y�H�U�V�H���H�Y�H�Q�W��
�L�Q�I�R�U�P�D�W�L�R�Q���D�V���S�D�U�W���R�I���W�K�H���S�H�U�L�R�G�L�F���5�(�0�6���$�V�V�H�V�V�P�H�Q�W���5�H�S�R�U�W������
��

���������&�R�S�L�H�V���R�I���0�H�G�:�D�W�F�K���I�R�U�P�V���I�R�U���H�D�F�K���R�I���W�K�H���I�R�O�O�R�Z�L�Q�J���D�G�Y�H�U�V�H���H�Y�H�Q�W�V���G�X�U�L�Q�J���W�K�H��
�D�V�V�H�V�V�P�H�Q�W���S�H�U�L�R�G�����D�Q�G���I�R�U���H�D�F�K���R�I���W�K�H���I�R�O�O�R�Z�L�Q�J���D�G�Y�H�U�V�H���H�Y�H�Q�W�V�����W�K�H���F�X�P�X�O�D�W�L�Y�H���Q�X�P�E�H�U��
�I�U�R�P���W�K�H���G�D�W�H���R�I���D�S�S�U�R�Y�D�O���R�I���0�L�I�H�S�U�H�[���X�S���W�R���W�K�H���D�S�S�U�R�Y�D�O���G�D�W�H���R�I���W�K�H���5�(�0�6�����W�K�H���Q�X�P�E�H�U��
�I�R�U���H�D�F�K���U�H�S�R�U�W�L�Q�J���S�H�U�L�R�G�����D�Q�G���W�K�H���F�X�P�X�O�D�W�L�Y�H���Q�X�P�E�H�U���V�L�Q�F�H���W�K�H���D�S�S�U�R�Y�D�O���G�D�W�H���R�I��
�0�L�I�H�S�U�H�[����

�D���������2�Q���J�R�L�Q�J���S�U�H�J�Q�D�Q�F�L�H�V���Q�R�W���W�H�U�P�L�Q�D�W�H�G���V�X�E�V�H�T�X�H�Q�W���W�R���W�K�H���F�R�Q�F�O�X�V�L�R�Q���R�I���W�K�H��
�W�U�H�D�W�P�H�Q�W���S�U�R�F�H�G�X�U�H��
�E���������:�R�P�H�Q���K�R�V�S�L�W�D�O�L�]�H�G���G�X�H���W�R���F�R�P�S�O�L�F�D�W�L�R�Q�V��
�F���������:�R�P�H�Q���U�H�T�X�L�U�L�Q�J���W�U�D�Q�V�I�X�V�L�R�Q���V�����R�I���W�Z�R���R�U���P�R�U�H���X�Q�L�W�V���R�I���S�D�F�N�H�G���F�H�O�O�V���R�U��
�Z�K�R�O�H���E�O�R�R�G�����R�U���K�D�Y�L�Q�J���D���K�H�P�R�J�O�R�E�L�Q���R�I�������J�P���G�/���R�U���O�H�V�V���R�U���D���K�H�P�D�W�R�F�U�L�W���R�I����������
�R�U���O�H�V�V��
�G���������6�H�U�L�R�X�V���L�Q�I�H�F�W�L�R�Q�����V�H�S�V�L�V��
�H���������'�H�D�W�K��
�I���������2�W�K�H�U���V�H�U�L�R�X�V���D�Q�G���X�Q�H�[�S�H�F�W�H�G���D�G�Y�H�U�V�H���H�Y�H�Q�W�V��

���������3�H�U���V�H�F�W�L�R�Q���������������J�����������%�����D�Q�G�����&�������L�Q�I�R�U�P�D�W�L�R�Q���R�Q���W�K�H���V�W�D�W�X�V���R�I���D�Q�\���S�R�V�W�D�S�S�U�R�Y�D�O��
�V�W�X�G�\���R�U���F�O�L�Q�L�F�D�O���W�U�L�D�O���U�H�T�X�L�U�H�G���X�Q�G�H�U���V�H�F�W�L�R�Q�����������R�����R�U���R�W�K�H�U�Z�L�V�H���X�Q�G�H�U�W�D�N�H�Q���W�R��
�L�Q�Y�H�V�W�L�J�D�W�H���D���V�D�I�H�W�\���L�V�V�X�H����

�7�K�L�V���L�Q�I�R�U�P�D�W�L�R�Q���L�V���E�H�L�Q�J���V�X�E�P�L�W�W�H�G���W�R���W�K�H���$�J�H�Q�F�\���W�K�U�R�X�J�K���R�W�K�H�U���S�D�W�K�Z�D�\�V���L�Q�F�O�X�G�L�Q�J��
�V�S�R�Q�W�D�Q�H�R�X�V���D�G�Y�H�U�V�H���H�Y�H�Q�W���U�H�S�R�U�W�L�Q�J���D�Q�G���W�K�H���D�Q�Q�X�D�O���U�H�S�R�U�W�����7�K�H�U�H�I�R�U�H���� ���L�V��
�U�H�F�R�P�P�H�Q�G�L�Q�J���L�W���E�H���U�H�P�R�Y�H�G���I�U�R�P���W�K�H���$�V�V�H�V�V�P�H�Q�W���3�O�D�Q������

�7�K�H���U�H�Y�L�V�H�G���$�V�V�H�V�V�P�H�Q�W���3�O�D�Q���L�V���D�V���I�R�O�O�R�Z�V����
REMS Assessment Plan ��

���� �1�X�P�E�H�U���R�I���S�U�H�V�F�U�L�E�H�U�V���H�Q�U�R�O�O�H�G�����F�X�P�X�O�D�W�L�Y�H����
���� �1�X�P�E�H�U���R�I���Q�H�Z���S�U�H�V�F�U�L�E�H�U�V���H�Q�U�R�O�O�H�G���G�X�U�L�Q�J���U�H�S�R�U�W�L�Q�J���S�H�U�L�R�G��
���� �1�X�P�E�H�U���R�I���S�U�H�V�F�U�L�E�H�U�V���R�U�G�H�U�L�Q�J���0�L�I�H�S�U�H�[���G�X�U�L�Q�J���U�H�S�R�U�W�L�Q�J���S�H�U�L�R�G��
���� �1�X�P�E�H�U���R�I���K�H�D�O�W�K�F�D�U�H���S�U�R�Y�L�G�H�U�V���Z�K�R���D�W�W�H�P�S�W�H�G���W�R���R�U�G�H�U���0�L�I�H�S�U�H�[���Z�K�R���Z�H�U�H���Q�R�W��

�H�Q�U�R�O�O�H�G�����G�H�V�F�U�L�E�H���D�F�W�L�R�Q�V���W�D�N�H�Q�����G�X�U�L�Q�J���U�H�S�R�U�W�L�Q�J���S�H�U�L�R�G���D�Q�G���F�X�P�X�O�D�W�L�Y�H����
���� �1�X�P�E�H�U���R�I���Z�R�P�H�Q���H�[�S�R�V�H�G���W�R���0�L�I�H�S�U�H�[�����G�X�U�L�Q�J���U�H�S�R�U�W�L�Q�J���S�H�U�L�R�G���D�Q�G���F�X�P�X�O�D�W�L�Y�H����
���� �6�X�P�P�D�U�\���D�Q�G���D�Q�D�O�\�V�L�V���R�I���D�Q�\���S�U�R�J�U�D�P���G�H�Y�L�D�W�L�R�Q�V���D�Q�G���F�R�U�U�H�F�W�L�Y�H���D�F�W�L�R�Q���W�D�N�H�Q��
���� �%�D�V�H�G���R�Q���W�K�H���L�Q�I�R�U�P�D�W�L�R�Q���U�H�S�R�U�W�H�G�����D�Q���D�V�V�H�V�V�P�H�Q�W���D�Q�G���D�Q�D�O�\�V�L�V���R�I���Z�K�H�W�K�H�U���W�K�H���5�(�0�6���L�V��

�P�H�H�W�L�Q�J���L�W�V���J�R�D�O�V���D�Q�G���Z�K�H�W�K�H�U���P�R�G�L�I�L�F�D�W�L�R�Q�V���W�R���W�K�H���5�(�0�6���D�U�H���Q�H�H�G�H�G����

6. CONCLUSION 

�$���5�(�0�6���I�R�U���0�L�I�H�S�U�H�[���L�V���Q�H�F�H�V�V�D�U�\���W�R���H�Q�V�X�U�H���W�K�D�W���W�K�H���E�H�Q�H�I�L�W�V���R�X�W�Z�H�L�J�K���W�K�H���U�L�V�N�V�������7�K�H���U�H�Y�L�H�Z��
�W�H�D�P���D�Q�G���6�S�R�Q�V�R�U���K�D�Y�H���S�U�R�S�R�V�H�G���P�R�G�L�I�L�F�D�W�L�R�Q�V���W�K�D�W���F�R�Q�W�L�Q�X�H���W�R���H�Q�V�X�U�H���W�K�D�W���W�K�H���E�H�Q�H�I�L�W��
�R�X�W�Z�H�L�J�K�V���W�K�H���U�L�V�N�����Z�K�L�O�H���X�S�G�D�W�L�Q�J���W�K�H���5�(�0�6���L�Q���O�L�J�K�W���R�I���F�X�U�U�H�Q�W���P�H�G�L�F�D�O���S�U�D�F�W�L�F�H���D�Q�G���W�R��
�S�U�R�Y�L�G�H���F�O�D�U�L�I�\�L�Q�J���O�D�Q�J�X�D�J�H���L�Q���W�K�H���5�(�0�6���G�R�F�X�P�H�Q�W�V����������

�7�K�H���P�R�G�L�I�L�F�D�W�L�R�Q�V���W�R���W�K�H���0�L�I�H�S�U�H�[���5�(�0�6���L�Q�F�O�X�G�H���W�K�H���V�S�R�Q�V�R�U�¶�V���S�U�R�S�R�V�H�G���P�R�G�L�I�L�F�D�W�L�R�Q�V���D�Q�G��
�D�G�G�L�W�L�R�Q�D�O���F�K�D�Q�J�H�V���U�H�F�R�P�P�H�Q�G�H�G���E�\���W�K�H���U�H�Y�L�H�Z���W�H�D�P���D�Q�G���L�Q�F�O�X�G�H���W�K�H���I�R�O�O�R�Z�L�Q�J�����U�H�Y�L�V�L�R�Q���R�I���W�K�H��
�5�(�0�6���J�R�D�O�V�����U�H�P�R�Y�D�O���R�I���W�K�H���0�*�����L�W���Z�L�O�O���U�H�P�D�L�Q���D�V���S�D�U�W���R�I���O�D�E�H�O�L�Q�J�����D�Q�G���W�K�H���3�D�W�L�H�Q�W���$�J�U�H�H�P�H�Q�W����
�D�Q�G���F�K�D�Q�J�H�V���W�R���W�K�H���3�U�H�V�F�U�L�E�H�U���(�Q�U�R�O�O�P�H�Q�W���)�R�U�P��������
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7. RECOMMENDATIONS  

���U�H�F�R�P�P�H�Q�G�V���W�K�H���F�K�D�Q�J�H�V���L�Q���W�K�H���D�W�W�D�F�K�H�G�����U�H�G�O�L�Q�H�G���5�(�0�6���G�R�F�X�P�H�Q�W���D�Q�G���P�D�W�H�U�L�D�O�V����
�Z�K�L�F�K���U�H�S�U�H�V�H�Q�W�� ���S�U�R�S�R�V�H�G���F�K�D�Q�J�H�V���W�R���W�K�H���5�(�0�6���D�V���D���U�H�V�X�O�W���R�I���W�K�L�V���5�(�0�6��
�0�R�G�L�I�L�F�D�W�L�R�Q���5�H�Y�L�H�Z����������

8. APPENDIX 

���� �3�U�H�V�F�U�L�E�H�U���(�Q�U�R�O�O�P�H�Q�W���)�R�U�P�����U�H�G�O�L�Q�H�G����
���� �3�U�H�V�F�U�L�E�H�U���(�Q�U�R�O�O�P�H�Q�W���)�R�U�P�����F�O�H�D�Q��
���� �5�(�0�6���'�R�F�X�P�H�Q�W�����U�H�G�O�L�Q�H�G��
���� �5�(�0�6���'�R�F�X�P�H�Q�W�����F�O�H�D�Q��

��

��
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