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Attachment 1: Labeling Review #1 Addendum (June 11, 2020) 

1\lemorandum 	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 
FOOD Ai'ID DRUG ADMINlSTRA TION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

Date: 	 June 11, 2020 
From: 	 Caroline Strasinger, Ph.D. 

Re,iewe1', Braneh IV 
Dhision of New Drug Products II 
Offiee of~ew Drug Pl·oducts 

Through: 	 ::Vloo-Jhong Rhee, Ph.D. 
Chief, Branch IV 
Dhision of New Drug Products II 
Office of~ew Drug Products 

To: 	 Labeling Re\iew #1 of ~A 209388 (Dated 21-:\'IA Y-2020) 

Subject: 	 Final ApproYal Recommendation 

Labeling Review #1 had noted the following pending issues with Sections 3. 11 and 16: 

Section 3 
(b){4l • 	 Remove 

• 	 Revise section for clarity as indicated above 

Section 11 
• 	 Remove (bl < 

4 
> rom metoclopramide HCI 

• 	 List ingredients in alphabetical order 

• 	 Revise product description for clarity as indicated above 

Sedion 16 
• 	 Add dosage form 

(b)(4)• 	 Remove 

• 	 Revise storage conditions to read "Store at 20°C to 25°C (68°F to 77°F) excursions 
permitted 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature)." 

• 	 Revise section for clarity as indicated above 

On June 10. 2020 the above deficiencies were agreed to by the applicant and an updated 

PI was submitted. Relevant updated sections of the PI is included as an Attachment 

below. 


OVERALL ASSESSME~T AND RECOMME1"DATI01": 

l\"DA 209388 is now ncommended for approYal from the C:\1C labelinJ1, perspecth'e. 

The Applieant pro,ided updated PrescribinJ1, Information on June 10, 2020 (see 

Attachment 1). 
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Attachment 1: Final PI (Section s 3. 11, 16) 

3 DO AGE FOIDIS Al'"'D STRE~GTBS 

Nasal Spray: 15 IDll of metodopranude m each 70 microliter spray. GIMOTI LS an aqueous solution 
supplied in an amber glass bottle fitted with a metered spray pump attachment 

11 DE CRIPTIO~ 

Metodopranude hydroclllonde, the acuve ingredient Ul GIMOTI, IS a dopanune-2 receptor 
antagonist. MetocJopramide hydnxhlonde is a white, aystalhne, odorless substance, freely 
soluble in water Its chemical name is 4-amino-5-t'hloro-N-[2-(diethylamino)ethyl]-2-methoxy 
benzanude monohydrochlonde monohydrate. 

The molecular fonnula is CJ4lfuClN30,•HCl•H?O. Its molecular weight IS 3543. The structln..l 
formula JS: 

CH3 

0 ( Cl:ccll N/'..../N'-../C~ 
I H 

HiN ~ OCI\ 

• HCI • HiO 

GIMOTI (metoclopm.nude) nasal spray is for nasal administration. The product is supplied as an 
aqueous solutioo with a pH of 5.5 ± 0.5 in a 10 mL amber glass vial fitted with a metered spray 
pump attachment. Each unit contains 9 .8 m.L. 

Each 70 microliter spray contains 15 mg metoclopramide, equivalent to 17.73 mg of 
metodoprmnide hydrochlonde. Inactive ingredients consist ofbenz.alkonium chloride. cib:ic acid 
monohydnde, edetate disodium dihyd:ra~, purified water, sodium citrate di.hydrate, and soroitol. 

16 HOW SL'"PPLIED/STORA.GE AND H A ... "\"DLli\"G 

GIMOTI (metoclopramide) nasal spray is supplied as a solution of metodopramide in a IO mL 
Type 1 amber glass bottle fitted with a metered spray pump attachment, a proted :i.\·e cnp, and a 
safety clip. Each box of GIMOTI (NDC 72089--307--15) contains 1 bottle, with FDA-approYed 
Patient Labeling (see lnstructions for Use for proper actuation of the device). 

Each actuation deln:ers 15 mg of metoclopramide. Each bottle contalDS 9.8 mL whlch 1S sufficient 
for 4 weeks of 4 times a day use. 

Store at 20°C to 25°C (68°F to 77°F) excursions pennitted 15°C to 30°C (59°F and 86°F) [.!ee l.,'"SP 

Conrrolle.d Room Temperatw·e]. 

Discard GIMOTI 4 weeks after opening even if the bottle contains unused medicine. 

~MooJhong 
~ ....,,"".-! Rhee 

f:N Carolin@ 

~~ Strasinger 

Dlgl1ally signed Dy Moo J1IOng Rnoe 
Oat9: 6111/2020 09:00:19AM 
GUIO: 502d0913000029f9798c.a689a802fa55 

Dlgl1ally •lgned by Coroh! Stnlslnger 
Date: 6/11'2020 08~58:1.lAM 

GUIO: 5051Cll'd<I000013'>99507Sb4dS4108e<IS 
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OFFICE OF PRODUCT EVALUATION AND QUALITY 
OFFICE OFHEALTH TECHNOLOGY3 

DIVISION OF DRUG DELIVERY, GENERAL HOSPITAL & HUMAN FACTORS 

INTERCENTER CONSULT MEMORANDUM - STREAMLINED 


Date: 
To: 
Requesting Center/Office: 
From: 

Through (Team): 

Through (Division): 
*optional 
Subject: 

Recommendation: 

PMC 

3/6/2020 
Maureen Dewey 
CDER/OND I Clinical Review Division: I DGIEP 
Shanly Chen 
OPEQ/OHT3/DHT3C 

Rumi Young, MS, Team Lead, Injection Team 
OPEQ/OHT3/DHT3C 
CPT Alan Stevens, Assistant Director 
OPEO/OHT3/DHT3C 
Consult for Submission: 
Product device engineering consult for NDA 209388 class 2 Resubmission 
Device Constituents Pa1ts of the Combination Product are Approvable 

1. To update the control strategy to include actuation force for the nasal spray in order to 
ensure that the product can be used by the target population. 

Digital Signature Concurrence Table 

Division Reviewer Team Lead (TL) (optional) 
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ICC# 2000053 
Application# NDA 209388, Gimoti, Nasal Spray 
Sponsor: Evoke Phruma 

1. SUBMISSION OVERVIEW 
Table 1. Submission Information 

Consult Identification # 00015233 
Consult Request Link httQs:LLforce-dsc. I ightn in g.force. com LI ight n in gLrLCaseLSOOtOOOOOOQ.nbjbAABLview 

ICC tracking# ICC2000053 

Submission Number NDA209388 
Sponsor Evoke Pha1ma 

Dmg/Biologic Gimoti 

Indications for Use Reliefofsymptoms in adult women with acute and recunent diabetic gastroparesis 

Device Constituent Nasal Spray 

Related Files ICC1800512 

2. CDRH REVIEW 


ICC Review Request from 
CDER/OND, DGIEP: 

Review of the root cause analysis and response to sponsor questions regarding 
previous CR letter. 

Device Presentation(s) being 
evaluated: 

Nasal Spray 

Objective of this Memo: Evaluation of the root cause analysis and response to previously issued deficiencies 
in the CR letter. 

Review Comments: There are 2 sections to this review: the root cause analysis and our response to the 
sponsor questions. 

Review Recommendation: I agree with the sponsor that e1rnrs in the clinical study due to low dose is unlikely to 
be related to the device design or EPRs. Also the sponsor has addressed our 
deficiencies adequately. 

History: 

The original inter-center consult on Gimoti (NDA 209388) was completed by Jacqueline Ge1iz (ICC1800512). 


There were outstanding deficiencies from her consult along with others from CBER that resulted in a CR letter 


sent to the sponsor. The sponsor provided a CR response found in sequence 0026 module 1.11.4 to the previous 


deficiencies. A root cause analysis was provided by CBER, they are asking for a review and comments on the 


analysis. 


Found in sequence 0028 module 3.2.p.8.1 Stability Summaiy an d Conclusions, page 4 

The container closure system has been identical throughout all ofthe stability studies performed to date. 
4 4The <b>< >pumps differ only with respect to <b>< I and there are no 

differences in the materials or construction. Minor differences infill volume have been used throughout the 

development program as summarized in Table 2. 

v05.02.2019 Page 2 of 16 

Reference ID 461SZl0 



-----

ICC# 2000053 
Application# NDA 209388, Gimoti, Nasal Spray 
Sponsor: Evoke Phruma 

Table 2: Summar y of Fill Yolmn es Used Thr oughout DeYelopment 

Dose Strength 

10 mg 

14 mg 

15 mg 

Drug Content"' 
<brJ4J 

1 

I 
I 

Dose Volume 

50 ~1L 

70 ~1L 

70 ~LL 

Fill Volmne 
1onl1 

16 mg 70 ~1L 

17 mg 70 ~1L 

Per the sponsor the container closure system has been identical, a streamline review memo was chosen, and 

review focus on the sponsor's response to the previous CR letter (seq 0026 mod 1.11.4) and root cause 

analysis (NDA 209388 Gimoti) . 

From Root Cause Analysis provided by CDER: 

Problem Statement 

Variability in Gimoti blood levels was observed in the four-way cross-over comparative bioavailability study, METO-IN-006, 
which included three doses ofGimoti {15 mg, 16 mg, and 17 mg) and Reg/an Tablet 10 mg. Unexpected low levels ofGimoti 
(<5 ng/ml) were observed in 14 of308 concentration-time profiles samples (4.5%) with no relationship to the Gimoti dose. 
The root cause for these aberrant results was investigated by identifying potential sources oferror and evaluating the lines 
ofevidence relevant to each source oferror. 

The preliminary results of the root cause analysis were submitted in the meeting package for the Type A End of Review 
meeting that occurred on July 25, 2019. 

As captured in the meeting minutes {dated August 21, 2019), FDA responses included: 

... the 'hesitant' behavior of administrators cannot completely address the potential cause of the low exposure. 
Although we consider that the data suggests that administers' behavioral variability could have contributed to the 
low exposure, the data are insufficient to completely rule out other possible causes. Additionally, your root cause 
analysis does not completely address the "inappropriate actuation force for full dose delivery" as a potential source 
oferror. It is unclear whether your activation force specifications are appropriate for the user population to deliver 
a complete dose . 

... the Agency recommended establishing an activation force specification with an adequate justification for the 
specification range and performing a bench study to determine whether the 14 devices had significantly different 
activation force from the otherdevices in the study and whether all devices in the METO-IN-006 study were outside 
of a reasonable activation force specification. The Sponsor concurred and stated that they will submit the actual 
actuation force values with the resubmission. 

In response to the Agency's recommendation, a study designed to test the actuation force of the 14 pumps implicated in 
the low postdose drug levels in the METO-IN-006 comparative bioavailability study was conducted by (bll 

4
' 

(b)('fl, a cGMP compliant laboratory specializing in analytical testing of drug delivery systems. Test results 
confirmed that there were no differences in actuation force in the implicated pumps compared to non-implicated pumps 
and pumps from the recent commercial scale manufacturing that were also included in the test protocol (b)('fl 

Report SR-2019-097 dated December 6, 2019 provided in Appendix 1). 

v05.02.2019 Page 3 of 16 
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(b) (4)

(b) (4)(b) (4)

,&&� ������� 
$SSOLFDWLRQ� 1'$ ������� *LPRWL� 1DVDO 6SUD\ 
6SRQVRU� (YRNH 3KDUPD 

dŚĞ ϭϰ ŝŵƉůŝĐĂƚĞĚ ƉƵŵƉƐ ǁĞƌĞ ƉƌĞǀŝŽƵƐůǇ ƚĞƐƚĞĚ Ăƚ 

(b) (4)й ůĂďĞů ĐůĂŝŵ ; ZĞƉŽƌƚ ̂ ZͲϮϬϭϵͲϬϱϬ ĚĂƚĞĚ :ƵŶĞ Ϯϱ͕ 
ϮϬϭϵ ŝŶ �ƉƉĞŶĚŝǆ ϮͿ͘ 

ƚŽ ĐŽŶĨŝƌŵ ƚŚĞŝƌ ƉĞƌĨŽƌŵĂŶĐĞ ǁŝƚŚ ƌĞƐƉĞĐƚ ƚŽ ƉƵŵƉ ĚĞůŝǀĞƌǇ 
ĂŶĚ ƚŚĞƌĞ ǁĞƌĞ ŶŽ ƉƵŵƉ ĨĂŝůƵƌĞƐ͘ �ůů ƉƵŵƉƐ ŵĞƚ ƐŚŽƚ ǁĞŝŐŚƚ ĂĐĐĞƉƚĂŶĐĞ ĐƌŝƚĞƌŝĂ͗ 

(b) (4)

(b) (4)
ĂĐƚƵĂƚŝŽŶƐ ƉĞƌ ƉƵŵƉ͖ ŝŶĚŝǀŝĚƵĂů ƐŚŽƚ 

(b) 
(4)

ǁĞŝŐŚƚƐ с (b) (4)й ůĂďĞů ĐůĂŝŵ͖ ŵĞĂŶ ƐŚŽƚ ǁĞŝŐŚƚƐ с 

ZŽŽƚ �ĂƵƐĞ �ŶĂůǇƐŝƐ &ŝŶĚŝŶŐƐ ĂŶĚ �ŽŶĐůƵƐŝŽŶƐ 

x �ǆƚĞŶƐŝǀĞ ƚĞƐƚŝŶŐ ;ƐŚŽƚ ǁĞŝŐŚƚ͕ ĂĐƚƵĂƚŝŽŶ ĨŽƌĐĞͿ ŽĨ ƚŚĞ ƐĂŵĞ ƉƵŵƉƐ ƵƐĞĚ ƚŽ ĂĚŵŝŶŝƐƚĞƌ 'ŝŵŽƚŝ ƚŽ ƚŚĞ ϭϮ 
ƐƵďũĞĐƚƐ ǁŝƚŚ ϭϰ ůŽǁ ƉŽƐƚͲĚŽƐĞ ĚƌƵŐ ůĞǀĞůƐ ďǇ Ă Đ'DW ĐŽŵƉůŝĂŶƚ ůĂďŽƌĂƚŽƌǇ ƐƉĞĐŝĂůŝǌŝŶŐ ŝŶ ĂŶĂůǇƚŝĐĂů ƚĞƐƚŝŶŐ ŽĨ ĚƌƵŐ 

(b) (4)

ĚĞůŝǀĞƌǇ ƐǇƐƚĞŵƐ ŚĂƐ ƌƵůĞĚ ŽƵƚ ƚŚĞ ƉƵŵƉ ĂƐ ƚŚĞ ƐŽƵƌĐĞ ŽĨ ĞƌƌŽƌ͘ 
x	 /Ŷ ƚŚĞ ĐŽŵƉĂƌĂƚŝǀĞ ďŝŽĂǀĂŝůĂďŝůŝƚǇ ƐƚƵĚǇ͕ ƚƌĂŝŶŝŶŐ ĚŝĚ ŶŽƚ ĂĚĞƋƵĂƚĞůǇ ĂĚĚƌĞƐƐ ƚŚĞ ŶĞĞĚ ĨŽƌ Ăůů ĞŝŐŚƚ ĚŽƐĞ

(b) (4)

ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ƚŽ ŐĂŝŶ Ă ůĞǀĞů ŽĨ ĐŽŵĨŽƌƚ ǁŚĞŶ ĂƉƉƌŽĂĐŚŝŶŐ ƐƵďũĞĐƚƐ ƚŽ ŝŶƐĞƌƚ ƚŚĞ ƚŝƉ ŽĨ ƚŚĞ ŶĂƐĂů ƐƉƌĂǇĞƌ ŝŶ ƚŚĞ 
ƐƵďũĞĐƚ͛Ɛ ŶŽƐĞ ƚŽ ĂĚŵŝŶŝƐƚĞƌ ƚŚĞ ĨƵůů ĚŽƐĞ ŽĨ 'ŝŵŽƚŝ͘ dǁŽ ŽĨ ƚŚĞ ĚŽƐĞ ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ŚĂĚ ŵŽƌĞ ĚŝĨĨŝĐƵůƚǇ ƚŚĂŶ ƚŚĞ 
ŽƚŚĞƌƐ ǁŚĞŶ ĚŽƐŝŶŐ ƐƚƵĚǇ ƐƵďũĞĐƚƐ͘ dŚĞƐĞ ƚǁŽ ĚŽƐĞ ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ǁĞƌĞ ƌĞƐƉŽŶƐŝďůĞ ĨŽƌ ϴϲй ŽĨ ƚŚĞ ůŽǁ ĚƌƵŐ ůĞǀĞůƐ 
;фϱ ŶŐͬŵ>Ϳ͘ 

x dƌĂŝŶŝŶŐ ĂŶĚ ďĞŚĂǀŝŽƌ ŽĨ ƚŚĞ ĚŽƐĞ ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ǁĞƌĞ ŝĚĞŶƚŝĨŝĞĚ ĂƐ ƉƌŝŵĂƌǇ ĐŽŶƚƌŝďƵƚŽƌƐ ƚŽ ƚŚĞ ŝŶĐŝĚĞŶĐĞƐ ŽĨ ůŽǁ 
ĚƌƵŐ ůĞǀĞůƐ͘ 

x hŶƐƵĐĐĞƐƐĨƵů ĚƌƵŐ ĚĞůŝǀĞƌǇ ŽĐĐƵƌƌĞĚ ŝŶĨƌĞƋƵĞŶƚůǇ͕ ďƵƚ ǁĂƐ ŵŽƌĞ ƚŚĂŶ ƚǁŝĐĞ ĂƐ ĐŽŵŵŽŶ ĂŵŽŶŐ ƚŚĞ ĚŽƐĞ 
ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ;ϰ͘ϱйͿ ĐŽŵƉĂƌĞĚ ƚŽ ĚŝĂďĞƚŝĐ ŐĂƐƚƌŽƉĂƌĞƐŝƐ ƉĂƚŝĞŶƚƐ ;фϮйͿ͘ 

x	 �ĂƐĞĚ ŽŶ ƚŚĞ ĨŝŶĚŝŶŐƐ ŝŶ ƚŚŝƐ ƌŽŽƚ ĐĂƵƐĞ ĂŶĂůǇƐŝƐ͕ �ǀŽŬĞ͛Ɛ ĐŽŶĐůƵƐŝŽŶ ŝƐ ƚŚĂƚ ƚŚĞ ƉĞƌĨŽƌŵĂŶĐĞ ŽĨ ƉĂƌƚŝĐƵůĂƌ ƐƚƵĚǇ 
ĚŽƐĞ ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ǁĂƐ ƚŚĞ ĐĂƵƐĞ ŽĨ ƚŚĞ ĂďĞƌƌĂŶƚ ĚĞůŝǀĞƌǇ ŽĨ ĚƌƵŐ ĂŶĚ ƚŚĞ ŝŶĐŝĚĞŶĐĞƐ ŽĨ ůŽǁ ĚƌƵŐ ůĞǀĞůƐ ŝŶ ƚŚĞ 
ĐŽŵƉĂƌĂƚŝǀĞ ďŝŽĂǀĂŝůĂďŝůŝƚǇ ƐƚƵĚǇ͕ D�dKͲ/EͲϬϬϲ͘ 

dŚĞ ƉŽƚĞŶƚŝĂů ƐŽƵƌĐĞƐ ŽĨ ĞƌƌŽƌ ĂŶĚ ůŝŶĞƐ ŽĨ ĞǀŝĚĞŶĐĞ ĂƌĞ ƉƌĞƐĞŶƚĞĚ ŝŶ dĂďůĞ ϭ͘ 

hƉĚĂƚĞƐ ƚŽ dĂďůĞ ϭ ŝŶĐůƵĚĞ ƚŚĞ ƌĞƐƵůƚƐ ŽĨ ƚŚĞ ĂĚĚŝƚŝŽŶĂů ƉƵŵƉ ƚĞƐƚŝŶŐ ;ĂĐƚƵĂƚŝŽŶ ĨŽƌĐĞͿ ĂŶĚ Ă ƐƵŵŵĂƌǇ ĚŝĂďĞƚŝĐ 
ŐĂƐƚƌŽƉĂƌĞƐŝƐ ƉĂƚŝĞŶƚ ĞǆƉĞƌŝĞŶĐĞ ĨƌŽŵ ŵĂƌŬĞƚ ƌĞƐĞĂƌĐŚ ĂƐ ƌĞĐŽŵŵĞŶĚĞĚ ďǇ &�� Ăƚ ƚŚĞ dǇƉĞ � �ŶĚ ŽĨ ZĞǀŝĞǁ ŵĞĞƚŝŶŐ ƚŚĂƚ 
ŽĐĐƵƌƌĞĚ ŽŶ :ƵůǇ Ϯϱ͕ ϮϬϭϵ͘ 

$Q H[FHUSW RI 7DEOH � LV LQFOXGHG EHORZ� DOO RWKHU URZV KDYH EHHQ UHPRYHG H[FHSW IRU LWHPV SHUWDLQLQJ WR &'5+ 
SHU WKH 530 RI 1'$ ������� *LPRWL� The root cause analysis provided by the sponsor is in italics� 0\ DQDO\VLV LV 

SURYLGHG GLUHFWO\ EHORZ HDFK URZ� 

3RWHQWLDO 
6RXUFH RI 
(UURU 

Pump 
blockage 
caused by 
particulates 

'HWDLOV 

The 
formulation 
may contain 
particulates 
that caused 
a pump 
blockage 

6XSSRUWLQJ 
(YLGHQFH 

None 
available 

x 

x 

x 

x 

5HIXWLQJ (YLGHQFH 

Bulk solution 
during manufacture. 
Bottles cleaned 

Particulates are assessed as part of release 
testing. 
Particulates were assessed as part of the 
stability program. 

/LNHOLKRRG 
RI (UURU 
6RXUFH 

&RQWULEXWLQJ 
WR /RZ 'RVH 

Unlikely 
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(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

,&&� ������� 
$SSOLFDWLRQ� 1'$ ������� *LPRWL� 1DVDO 6SUD\ 
6SRQVRU� (YRNH 3KDUPD 

x No particulate issues have been observed in 
any of the release and stability program 
testing. 

x Pumps in METO-IN-006 study were primed 
prior to dosing. 

, DJUHH WKDW SXPS EORFNDJH FDXVH E\ SDUWLFXODWHV DUH XQOLNHO\� ,I FRPSOHWH RU SDUWLDO EORFNDJHV ZHUH WR DSSHDU� 
WKHQ WKLV LVVXH VKRXOG KDYH EHHQ UHIOHFWHG LQ WKH SOXPH JHRPHWU\ GDWD RYHU ORQJ�WHUP VWRUDJH �����S���� 
6WDELOLW\ GDWD� SDJH ���� 7KH SOXPH SHUIRUPDQFH VWDELOLW\ GDWD UHIOHFW GHYLFHV WKDW KDYH EHHQ VWRUHG �ERWK 
XSULJKW DQG LQYHUWHG SRVLWLRQV� XS WR �� PRQWKV DW VWRUDJH FRQGLWLRQV ���&����5+� DQG � PRQWKV IRU 
DFFHOHUDWHG ���&���� 5+�� 1R HYLGHQFH WKDW SDUWLFLSDWHV LQ WKH 0(72�,1���� VWXG\ H[SHULHQFHG SXPS 
IDLOXUH LVVXHV SHU VSRQVRU ������� 0XOWLSOH«GDWHG ��������� SDJH ��� 

Inconsistent Performance None x No pump failures were noted during all of Unlikely 
pump issues with available release testing and stability studies for clinical 

performance commercial and registration batches. 
use of 
pumps in 
CDER-

x Reliability testing supports robustness of 
design. 
o Information Amendment submitted as 

SN0025 on March 28,2019. 
approved o  direct correspondence with the
drug FDA on behalf of Evoke. 
products 

$JUHH WKDW SUHYLRXV &'5+ UHYLHZ RI (35V VXFK DV SXPS GHOLYHU\� VSUD\ SDWWHUQ� SOXPH JHRPHWU\� VSUD\ 
FRQWHQW XQLIRUPLW\ GRHV QRW VKRZ LQFRQVLVWHQW SXPS SHUIRUPDQFH� +RZHYHU� WKHUH ZDV D &5 GHILFLHQF\ 
UHJDUGLQJ YDULDWLRQV LQ GURSOHW VL]H GLVWULEXWLRQ �,&&������� PHPR� SDJH ���� 7KH FRPSDQ\ SURYLGHG QHZ 
'6' GDWD� ZKLFK DSSHDUV DSSURSULDWH� VHH FRPSDQ\ UHVSRQVH WR &5 GHILFLHQF\ EHORZ� 

Inconsistent
 pump 

performance 
(Comparative 
Bioavailability 
Study, METO­
IN-006) 

Performance 
issues with 

pumps 
used in the 
study 

None 
available 

x Single lot of pumps used for study. 
x No pre-release failures in the lot of pumps 

intended for use in the study. 
x During development reliability testing, it was 

demonstrated that the pump was robust with 
respect to physical stresses that may be 
encountered during shipment. 

x Each nasal spray pump was used only once to 
deliver one dose to a study subject so an 
occurrence of 14 individual pump failures is 
highly unlikely. 

x On site, all pumps were primed in the study 
pharmacy one day before each dosing day and 

Unlikely 
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ICC# 2000053 
Application# NDA 209388, Gimoti, Nasal Spray 
Sponsor: Evoke Phruma 

all pumps used in study were confirmed to be 
working as intended. 

• 	 Re-testing of14 pumps used to dose subjects 
that produced low PK levels did not show any 
pumpfailures. All pumV,s met shot weight . . li1b) .acceptance crzterza: (4Jactuattons perpump; 
individual shot weig ts = (bJ<

41% label 
claim; mean shot weights = (bH

4 j% label 
claim. 

o 	 r---<b><4I Study Report SR-2019-050 
datedJune 25, 2019 is provided in 
Avvendix 2. 

In a real world scemuio, nasal sprays will be used until the medication rnns out and most nasal spray 
manufactures include overfill for priming sprays. The fact that each pump was only used once (after priming) 
to deliver medication to the patients represents an artificial best case scenario, however it is reasonable due to 
clinical testing requirements. I agree that 14 individual pump failures is extremely unlikely in a final finished 
product. The shot wait re-testing is summarized below (1.11.4 Multiple . .. dated 4/1/2019, page 60): 

10.0 ACCEPTANCE CRITERIA 
(b)(4) 

After 14 samples were tested and 10 sprays actuated per sample, the average shot weight ranged from 97%­
102% which is well within the acceptance criteria. 

Faulty Incorrect None <b> <4 Unlikely 

assembly of assembly available 

the constituent could affect 

parts ofthe combination 
Clinical Trial product 
Material functionality 
(CTM) (dose 

delivery) 

While possible, if faults were introduced during assembly, it would have been reflected in testing done by the 
manufacture. Upon review by CDRH documented in memo ICC1800512, the previous reviewer only had 
issues with droplet size distiibution testing. However per ICCl 800512, page 17, we had issues with the 

(bJ < 
4j fo1mulations. If there were faulty assembly issues, we would have expected to see 

problems across all fo1mulation sti·engths and in other essential perfo1mance requirement testing .. I agree this 
is ve1y unlikely. We will defer to CMC regarding their opinion on this matter. 
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(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

,&&� ������� 
$SSOLFDWLRQ� 1'$ ������� *LPRWL� 1DVDO 6SUD\ 
6SRQVRU� (YRNH 3KDUPD 

Inappropriate If force None x Study demonstrated the actuation force was Unlikely 
actuation required is available appropriate to deliver the full dose: 
force for full too great, it o 98% (176/180) of actuations delivered a 
dose delivery may not be 

possible to 
fully actuate 

dose in this actuation force assessment 
test in which volunteer subjects actuated 
Gimoti following training by 
(  Training provided in Appendix 

pump 3). 
o 2% of actuations showed incomplete dose 

delivery, which is a lower incidence of 
incomplete actuations than observed in 
study METO-IN-006 (  Report 
dated February 22, 2008 provided in 
Appendix 4). 

x An actuation force study was conducted with 
volunteers to confirm they were able to 
successfully actuate the pump. The pumps 
used were from commercially 
manufactured batches. The study showed that 
all actuations were successful (  Report 
dated November XX, 2019 provided in 
Appendix 5). 

x Testing confirmed there were no differences in 
actuation force in the implicated pumps 
compared to non-implicated pumps from 
METO-IN-006, and pumps from the recent 
commercial scale manufacturing ( 
Report SR-2019-097 dated December 06, 2019 
provided in Appendix 1). 

$V VWDWHG LQ WKH SUREOHP VWDWHPHQW ³8QH[SHFWHG ORZ OHYHOV RI *LPRWL ��� QJ�P/� ZHUH REVHUYHG LQ �� RI ��� 
FRQFHQWUDWLRQ�WLPH SURILOHV VDPSOHV ������ ZLWK QR UHODWLRQVKLS WR WKH *LPRWL GRVH�´ 2QO\ �� RI DFWXDWLRQV 
VKRZHG LQFRPSOHWH GRVH GHOLYHU\ SHU VWXG\ 0(72�,1���� SHU 5RRW &DXVH $QDO\VLV DERYH� :H ZRXOG H[SHFW 
VLPLODU SHUFHQWDJH EHWZHHQ ORZ OHYHOV RI *LPRWL LQ SDWLHQWV YV ORZ DFWXDWLRQ GHOLYHU\� 

,Q VHT �� PRG ��������5RRW FDXVH DQDO\VLV� SDJH �� 5HSRUW� WKH VSRQVRU FRQGXFWHG DQ DFWXDWLRQ IRUFH 
VWXG\ ZLWK XVHUV DQG QDVDO VSUD\V FRQWDLQLQJ ZDWHU �QRW ILQDO IRUPXODWLRQ� DQG WKH DYHUDJH DFWXDWLRQ IRUFH ZDV 
�� 1 ZLWK D UDQJH IURP ����� 1� 7KH\ FDQ DSSO\ WKLV GDWD WR GHWHUPLQH WKH (35 IRU DQ DFWXDWLRQ IRUFH� 
+RZHYHU� WKH DFWXDO VWXG\ ZRXOG QHHG WR XWLOL]H WKH ILQLVKHG ILQDO SURGXFW ZLWK WKH SODQQHG FRPPHUFLDO 
VWUHQJWK RI GUXJ VROXWLRQ� 

,Q VHT �� PRG ��������5RRW FDXVH DQDO\VLV� SDJH �� UHSRUW IRXQG QR VLJQLILFDQW GLIIHUHQFHV 
EHWZHHQ WKH LPSOLFDWHG SXPSV DQG QRQ�LPSOLFDWHG SXPSV UHJDUGLQJ DYHUDJH SHDN IRUFHV� 7KH VWXG\ ZDV GRQH 
XVLQJ DXWRPDWHG DFWXDWLRQ DQG QRW ZLWK XVHUV� +RZHYHU� VLQFH WKLV VWXG\ WR ZDV GHWHUPLQH PHFKDQLFDO 
GLIIHUHQFHV EHWZHHQ SXPSV , DJUHH ZLWK WKH VSRQVRU¶V PHWKRGRORJ\� 

, DJUHH LW LV XQOLNHO\ LQDSSURSULDWH DFWXDWLRQ IRUFH FRXOG KDYH UHVXOWHG LQ WKH GRVH YDULDELOLW\ LVVXHV� +RZHYHU� 
DQ DGGLWLRQDO FRPPHQW ZDV DVNHG RI WKH VSRQVRU WR HLWKHU LQFOXGH DFWXDWLRQ IRUFH DV DQ (35 RU MXVWLI\ ZK\ LW 
LVQ¶W QHHGHG� VHH DGGLWLRQDO FRPPHQWV LWHP $ EHORZ� 
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ICC# 2000053 
Application# NDA 209388, Gimoti, Nasal Spray 
Sponsor: Evoke Phruma 

Deficiencies recommended by CDRH in the CR letter: 

Your proposed specification for the dmg product is inadequate since insufficient evidence has been provided to ensure 
that the quality control and essential perfo1mance characteristics of the combination product do not contribute to the 
obse1ved clinical vruiability and lack of efficacy. Specifically, the method and acceptance crite1ion for droplet size 
distribution is not deemed robust enough to guru·antee consistent delive1y of the dmg to the patient with each actuation. 
The proposed acceptance criterion for droplet size distiibution of the 15 mg/mL su·ength (i.e., the mean droplet sizes 
and calculated ranges) are not justified pa1ticulru·ly given the obse1ved variability ofPK data. 

Recommendations to Address Deficiencies: 

Upon resubmission, all proposed tests and acceptance criteria including the droplet sizes and other essential 
perfo1mance characte1istics for the commercial product specification should be supported by three batches of diug 
product using the selected commercial fo1mulation (including su·ength of the product) and the commercial device. 
We recommend that the three registration batches be manufactured at the proposed commercial manufactming site, 
manufactured by the proposed commercial process, and tested using validated analytical methods at the proposed 
analytical site. 

Evoke's Reponse: 

To addI·ess the product quality/device quality deficiencies, Evoke has initiated manufactming ofthree batches of dI11g 
product using the defined commercial fo1mulation (equivalent to 15 mg dose) and the commercial device. The three 
regisu·ation batches will be manufactured at the commercial manufacturing site, manufactured by the commercial 
process at the planned commercial batch size, and tested using validated analytical methods at the proposed analytical 
sites. 

To ensure that the acceptance crite1ia for &·oplet size and spray pattern are set approp1iately Evoke will be taking a 
statistically-based approach to dete1mining the acceptance criteria for &·oplet size disu·ibution (DSD and spray 
pattern. Evoke has used the transfer and validation data from the proposed release testing laborato1y lllmJ) as the 
prelimina1y data set to assess method pe1fo1mance for DSD and spray pattern. 

To dete1mine the approp1iate sample size estimate for the three-batch study recommended by FDA, Evoke will 
consider two quality conu·ol studies. lbl\

4
! 

(b)(4 ) 

The comparability repo1t that details the data used to suppo1t the qualification of lbllj as the testing laborato1y for 
commercial product release for DSD and spray pattern, as described in Section 3.2.R ofthe NDA, will be used as the 
initial data set for the study described above will also be provided as prut of the resubmission. 

Evoke is planning on submitting stability data up to 24 months from its ongoing stability program (see Comment C 
below for fmther details). These data will also be assessed against the proposed commercial specifications. 

Evoke's Questions 

Question #4 
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ICC# 2000053 
Application# NDA 209388, Gimoti, Nasal Spray 
Sponsor: Evoke Phruma 

Evoke believes the approach described above will provide the requisite data sets required to ensure the droplet size 
distribution and spray pattern acceptance c1i te1ia for quality control and on-going stability are appropriately set. Does 
the Agency agree? 

CDRH analysis: 

From 3.2.P.5.6-1, page 12, the sponsor provided updated DSD testing on 3 batches of dmg using the final finished device 
and dmg fo1mulation (15mg). All samples tested fell within the DSD acceptance crite1ia chosen by the sponsor. 

D90: lllml 

D50: 
Droplet size distribution D 10: 

Span%r (bl<4t NMT <~ 

The average span was ~6n4~and the other results are displayed below: 

D90 D50 DlO % (bJ<
41NMTp:f;o 

Batch 1 147.6 73.79 30.35 0.2016 

Batch 2 152.0 76.01 30.85 0.2399 

Batch 3 129.0 63 .19 25 .78 0.2944 

table 

Question #5 

Are there any specific data needed, beyond droplet size distiibution, spray pattern or shot weight, to address any other 
outstanding issues? 

CDRH analysis: 


See analysis for additional comments A below 


CDRH response: 

See Additional Comments A 

ADDITIONAL COMMENTS from CR letter, not classified under deficiencies 

PRODUCT QUALITY/DEVICE QUALITY 

A. 	 We recommend that actuation force be considered an essential perfo1mance requirement and to include a test and 
acceptance criterion for actuation force for the to-be-marketed combination product in the product release and 
stability specification. You should include verification and validation data to support that specification and describe 
why this force is appropriate for the intended user population. Alternatively, provide a rationale for why you do not 
consider actuation force an essential perfo1mance requirement for the device constituent and how you will conti·ol 
the product to assure this essential perfo1mance will be consistently achieved. 
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$SSOLFDWLRQ� 1'$ ������� *LPRWL� 1DVDO 6SUD\ 
6SRQVRU� (YRNH 3KDUPD 

(YRNH 5HVSRQVH� 

(YRNH LV FROODERUDWLQJ ZLWK � WKH GHYLFH PDQXIDFWXUHU� WR GHYHORS DQ DSSURSULDWH VWUDWHJ\ WR HQVXUH WKDW WKH 
DFWXDWLRQ IRUFH IRU WKH WR�EH�PDUNHWHG SURGXFW LV DSSURSULDWHO\ FRQWUROOHG IRU WKH FRPELQDWLRQ SURGXFW LQ D FRQVLVWHQW 

(b) (4)

PDQQHU DQG LV DSSOLFDEOH WR WKH LQWHQGHG SDWLHQW SRSXODWLRQ� 
(b) (4)

4XHVWLRQ ��
 

'RHV WKH $JHQF\ KDYH DQ\ DGGLWLRQDO FRPPHQWV RU UHFRPPHQGDWLRQV"
 

&'5+ DQDO\VLV�
 

,Q ����3���� WKH\ SHUIRUPHG WHVWLQJ WR YDOLGDWH WKH DPRXQW RI IRUFH WR DFWXDWH WKH QDVDO VSUD\ LV UHSHDWDEOH EHWZHHQ VSUD\V 
DQG IRXQG WKH DYHUDJH SHDN IRUFH WR DFWXDWH WKH QDVDO VSUD\V ZDV DQG WKH DYHUDJH GLIIHUHQFH 
LQ DFWXDWLRQ IRUFHV EHWZHHQ VSUD\V WR EH ��� 7KLV VWXG\ ZDV GRQH ZLWK � DQDO\VLV ZLWK �� SXPSV� WKH JHQGHUV DUH XQNQRZQ� 

,Q VHT �� PRG ��������5RRW FDXVH DQDO\VLV� SDJH �� 5HSRUW� WKH VSRQVRU FRQGXFWHG DQ DFWXDWLRQ IRUFH VWXG\ ZLWK XVHUV 
DQG QDVDO VSUD\V FRQWDLQLQJ ZDWHU �QRW ILQDO IRUPXODWLRQ� DQG WKH DYHUDJH DFWXDWLRQ IRUFH ZDV �� 1 ZLWK D UDQJH IURP ��� 

(b) (4)

(b) (4)

�� 1� ,W LV LPSRUWDQW WR QRWH WKDW ZKLOH LV VWXG\ VKRXOG QRW EH WKH RQO\ VWXG\ XVHG WR GHWHUPLQH DFWXDWLRQ IRUFH� 7KLV VWXG\ 
ZDV SHUIRUPHG RQ �� XVHUV �� ZRPHQ� � PHQ� [ � QDVDO VSUD\V [ � VSUD\ HDFK IRU D WRWDO RI �� PHDVXUHPHQWV� 6SRQVRU 
UHFRUGHG KRZ PXFK IRUFH WKH\ XVHG WR DFWXDWH HDFK QDVDO VSUD\� ,W GRHV QRW GHWHUPLQH WKH PLQLPXP DFWXDWLRQ IRUFH QHHGHG 

(b) (4)

WR DFWXDWH WKH ILQDO ILQLVKHG SURGXFW� :KLOH WKHUH LV QR JXLGDQFH RQ DFWXDWLRQ IRUFH RI QDVDO VSUD\V� (35V IRU V\ULQJHV FDQ 
(b) (4)EH DSSOLFDEOH� ,Q ����3�� &RQWDLQHU &ORVXUH 6\VWHP� SDJH �� WKH VSRQVRU VWDWHV WKH DFWXDWLRQ IRUFH LV WR EH 107 

� 7KLV IRUFH LV WRR KLJK WR EH DQ DFFHSWDEOH DFWXDWLRQ IRUFH IRU WKHLU QDVDO VSUD\� 

:H ZDQW WR VSRQVRU WR ORZHU WKH DFFHSWDQFH FULWHULD IRU DFWXDWLRQ IRUFH� +RZHYHU� ZH QHHG WKH UDZ GDWD RI WKH XVHUV WKDW 
DFWXDWHG WKH VSUD\V LQ WKH VWXG\� ,I PRVW RI WKH KLJKHU HQG IRUFHV ZHUH DFKLHYHG E\ PHQ� WKHQ ZH ZRXOG EH MXVWLILHG LQ DVNLQJ 
WKH VSRQVRU WR ORZHULQJ WKH DFWXDWLRQ IRUFH� 3HU ��� 5HYLHZHU¶V *XLGH� SDJH �� WKH SURSRVHG LQGLFDWLRQ LV ³*,027, LV 
LQGLFDWHG IRU WKH UHOLHI RI V\PSWRPV LQ DGXOW ZRPHQ ZLWK DFXWH DQG UHFXUUHQW GLDEHWLF JDVWURSDUHVLV�´ 

6HH ,5 �� EHORZ 

,Q WHVWLQJ GRQH E\ �6WXG\ 5HSRUW 5HIHUHQFH� 5(��������/33 (O���� \RX SHUIRUPHG WHVWLQJ RQ \RXU QDVDO VSUD\ WR 
GHWHUPLQH WKH UDQJH RI IRUFHV XVHUV DFWXDWHG \RXU GHYLFH DW� +RZHYHU� \RX KDYH QRW SURYLGHG WKH UDZ GDWD RI WKH JHQGHU DQG 

(b) (4)

DJH RI WKH XVHUV FRUUHVSRQGLQJ WR ZKDW IRUFHV WKH\ DFWXDWHG WKH GHYLFHV DW� 3URYLGH WKH GDWD WKDW EUHDNV GRZQ WKH DJH� JHQGHU 
DQG IRUFHV �LQ 1HZWRQV� RI HDFK XVHU UHFRUGHG LQ WKH VWXG\ SHUIRUPHG� 

(YRNH 5HVSRQVH� 
6HT �� PRG ������ 4XDOLW\ ,QIRUPDWLRQ $PHQGPHQW� 
7KH VSRQVRU SURYLGHG WKH UDZ GDWD DQG IRXQG WKDW WKH DYHUDJH DFWXDWLRQ IRU IHPDOHV YV PDOHV ZDV ���� �VWGHY ���� YV ���� 
�VWGHY ������ 

&'5+ IROORZ XS ,5 UHVSRQVH� 

,Q \RXU UHVSRQVH WR WKH SUHYLRXV GHILFLHQF\ \RX SURYLGHG WKH UDZ GDWD ZKLFK VKRZV WKDW WKH DYHUDJH DFWXDWLRQ IRUFH IHPDOHV 
YV PDOHV XVHG IRU \RXU GHYLFH ZDV ���� 1 �VWGHY ���� YV ���� �VW GHY ������ +RZHYHU� \RXU HVVHQWLDO SHUIRUPDQFH UHTXLUHPHQW 

(b) (4)

(b) (4)
�(35� IRU \RX QDVDO VSUD\ LV QR PRUH WKDQ DQG \RXU ODEHOLQJ FOHDUO\ VWDWHV \RXU GHYLFH LV LQWHQGHG IRU DGXOW 
ZRPHQ ZLWK GLDEHWLF JDVWURSDUHVLV� <RX VKRXOG ORZHU \RXU (35 WR QR PRUH WKDQ WR HQVXUH \RXU 
WDUJHW SDWLHQW SRSXODWLRQ FDQ XVH \RXU GHYLFH HIIHFWLYHO\� 
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Evoke Response: 

See Seq 3 3 Mod 1.11 .1 Quality Info1mation Amendment for full response 

The Root Cause Analysis Repo1t included in the NDA re-submission (SN0027) on December 19, 2019, provided clinical 
evidence that patients in the Gimoti target population are capable of successfully actuating the bll

4 
>nasal spray pump is 

available from phrum acokinetic (PK) data collected in diabetic gastropru·esis studies in the Gimoti development program 
where patients self-administered the nasal spray 4 times per day for 28 days in Phase 2 (METO-IN-002) and Phase 3 studies 
(METO-IN-003 and METO-IN-004). Patients self-administered approximately 55,000 nasal spray doses and there were no 
reported difficulties with dosing. 

Post-first in-clinic dose, blood level data were available for 112 patients: 87 females from METO-IN-003 and 26 males 
from METO-IN-004. Following the first dose of the day, 98% of 112 patients had diug levels >5 ng/mL and, after dose #2, 
99% of 114 patients had dI11g levels >5 ng/mL (Assessment of Real-life Patient Handling of Gimoti in Tru·get Population, 
Root Cause Analysis Repo1t , Appendix 7). 

4<bH r Method and Test Data 
(b)(4 l 
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(b)(4) 

Additional Data 

Fmther suppo1tive evidence that users in the target patient population can effectively actuate a higher resistance device was 
demonstrated in an additional study conducted to assess the absolute Maximum Achievable force for different a e and sex 
populations using an Cb><

4
l device with an identical hand actuation technique to the~and attached to an <b><

41 sensor 
attached as seen in Figure 5. 
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Sponsor: Evoke Phruma 

Figure 5: Results of Study to Assess Absolute Maximum Achievable Force 
(bf(.4' 

In this study, the pump was engineered to require more force to actuate than the standard pump, although the study was not 
designed to go to failure, i .e., requiring such force that it could not be actuated, it did use pumps that required significantly 
more force. 

The demographics of volunteers in the study were adults 20-59 years (n= 17, 9 male, 8 female, various race/ethnicity), 
females 2::60 years (n=l6), males 2::60 years (n=l6), and children 10-12 years (n=l6, 8 female, 8 male). 

The results of the study showing maximum achievable trigger force using the (bH
4
I method are shown in Table 4. As 

shown, all groups, including women greater than 60 years of age, could apply a significantly higher actuation force, if 
required to do so based on the resistance of the pump. Note, this study did not test pumps that required higher actuation 
forces than the ones detailed in Table 3 so do not represent the point of failure, i.e., unable to be actuated. 

Table 4: Maximum Achievable Trigger Force Usingrn4~ethod 

Maximum Achievable Trigger Force 

Force Group 1 Children 10-12 yo 

Force Group 2 Adults 20-59 yo 

Force Group 3 Women> 60 yo 

Force Group 4 Men> 60 yo 

46.7 N 

55.8 N 

54.0N 

55.8 N 

8.3 N 

2.8 N 

3.4 N 

2.3 N 

Detennination of Acceptance Crite1ia 
4It has been established that the avera§e actuation force required by a user to actuate the pump is <b>< f N as detennined by 

4 4
<bH f and this coITesponds to H

4 using the H I method. 

In addition, it has been shown that significantly higher actuation forces are readily achievable. Specifically, at least :~~N 
has been shown to be achieved by women in the 51-60 age group. This is a 68% increase over the mean data from the 
original <bH4f study. 

Using these data, it can be concluded that an upf f limit for the <1>mr QC method could be set at an equi.valent higher 
level, i .e. <b><t ' which would be equivalent to <b><

4
I Understanding that this may be close to the maximum achievable 

actuation force although the upper bound was never fully explored) an upper limit significantly lower to (bl < 
4
l is proposed. 

This would equate to approximately (bl < 
4
I by the (bH

41method and well within the range of typical users as clearly shown 
in Figure 4. 
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The data provided herein, and the clinical evidence that ther6n4Jnasal spray pumps pe1fo1med as expected in Evoke's Phase 
3 diabetic gast:roparesis studies, suppo1t the upper proposed acceptance crite1ion for the actuation force release specification 
for the CbH

4 
> nasal spray pump to be used by the target population ofadult women with diabetic gastroparesis. 

Analvsis: 

In n01mal measurements kilogram-force can be conve1ted to Newtons by multiplying by standard gravity 9.8 m/s"2. 
However, the sponsor argues that for a nasal spray there is a set velocity, users must maintain at a certain actuation force in 
order induce an approp1iate spray from the device. Per figure 3, footnote 1, this actuation is not applied in a freefall and 
occurs at constant velocity. Therefore, the sponsor argues that kg cannot be directly conve1ted into N by using standard 

4	 4 4~~ty for the Cb> < l data. Instead a force of Cb> < 
4jby the <bH >method is equival5!~t to a force Cb> < l 

>< 
4! by the Cb> < 

4 
> method. The sponsor agrees to an actuation force no more than (NMT) <bl <

4 
>which con elates to 

1 11 1	 4....appro -.unately " Per, page 9, table 4, the data shows the maximum achievable t:ri\11fr force was <b>< I for men_ __x ' •u 

over 60 years anOthen for women over 60 years was (bf<4J which is equivalent to > 
41 

. The sponsor proposed lowering 
the actuation force to Cb><

4 
> which is weflwitliin the range offorces acliieved by the users. 

Also, the sponsor provided clinical evidence that cun ent actuation force requirements allow users to actuate the nasal spray 
without problems. Per sponsor, "The Root Cause Analysis Report included in the NDA re-submission (SN0027) on 
December 19, 2019, provided clinical evidence that patients in the Gimoti target population are capable ofsuccessfi1lly 
actuating the (bH

41nasal spray pump is available.from pharmacokinetic (PK) data collected in diabetic gastroparesis studies 
in the Gimoti development program where patients self-administered the nasal spray 4 times per day for 28 days in Phase 
2 (METO-IN-002) and Phase 3 studies (METO-IN-003 and METO-IN-004). Patients self-administered approximately 
55,000 nasal spray doses and there were no reported difficulties with dosing. " 

There is a post approval comment to add actuation testing to release and stability on the cover page: 

To update the control strategy to include actuation force for the nasal spray in order to ensure that the product can be used 
by the target population. 

B. 	You provided a specification for the lowest allowable cap removal force, but without the highest allowable cap 
removal force. This info1mation is recommended to demonstrate that the cap will not be too difficult for the user to 
remove. We recommend the upper cap removal force specification be defined. 

Evoke Response: 

Evoke is collaborating with L n41 , the device manufacturer, to develop an appropriate strategy to ensure that the cap 
removal force will not be so liigh as to render it too difficult to remove by the patient population. 

(b)(4) 

Question #7 


Does the Agency have any additional comments or recommendations? 


CDRH analysis: 

Response appropriate. 

CDRH response: 
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ICC# 2000053 
Application# NDA 209388, Gimoti, Nasal Spray 
Sponsor: Evoke Phruma 

3. APPENDIX 
3.1. DOCUMENTS REVIEWED 

Sequence Module 
0028 3.2.p.8.l Stability Summary and Conclusions 
0026 1.11 .4 Multiple Module Info1mation Admendent 
0027 5.3.1.2.Root Cause Analysis Repo1t 
0033 1.11 . l Quality Info1mation Amendment 

3.2. INTERACTIVE REVIEW 


Date Sent: Date/Sequence Received: 
3/24/2020 Chck or ta to enter a date. 

1-In-fi-01-·m_a_ti__o-n-R-eq_t_1e-st_#_l--+-In- te-s-tin-g- do_n_e_b_YL H4l (Study Repo1t Reference: RE2019. l 52LPP El/l ), you perfo1med 
testing on your nasa spray to dete1mine the range of forces users actuated your device at.. 
However, you have not provided the raw data of the gender and age of the users 
con esponding to what forces they actuated the devices at. Provide the data that breaks down 
the aoe, ender and forces in Newtons ofeach user recorded in the stud e1fo1med. 

IDate/Sequence Received: Date Sent: 
Chck or tap to enter a date. Chck or tap to enter a date. 

Information Reauest # 
Soonsor Resoonse 
Reviewer Comments 
Response Adequate: D Yes D No. See IR # Sent on Click or tao to enter a date. 
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m U.S. FOOD & DRUG 
• ADM I NISTRATIO N 

RECOMMENDATION 

D Approval 

D Approval w ith Post-l'v1arketing Commitment 

D Complete Response 
~ Not Ready for Approval as of this Review 

NDA209388 

Assessment#2 


Drug Product Name GIMOTI (metoclopramide) nasal spray 
Dosaae Form Nasal Sorav 
Strength 15 mq 
Route of Administration Nasal 
Rx/OTC Dispensed Rx 
APolicant Evoke Pharma Inc. 
US agent, if applicable NIA 

Submission(s) 
Assessed Document Date Discipline(s) Affected 

Resubmiss ion (0027) 19-JAN-2019 OPQ 
Quality/Stability 
Information (0028) 

21-FEB-2020 CDRH/DP 

Quality Response to IR 
(0030) 

26-rvlAR-2020 CDRH/DP 

Quality Response to IR 
(0030) 

1-APR-2020 CDRH 

Quality Response to IR 
(0030) 

13-APR-2020 CDRH/DP 

Quality Response to IR 
(0034) 

16-APR-2020 CDRH 

Quality Response to IR 
(0035) 

17-APR-2020 DP 

Quality Response to IR 
(0037) 

24-APR-2020 OPrvlA: Facilities 

M.Jltiple Submission 
(0039) 

11-rvlAY-2020 LABELING/DP 

Quality Response to IR 
(0040) 

18-rvlAY-2020 CDRH/DP 

QUALITY ASSESSMENT TEAM 
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Discioline Primarv Assessment Secondarv Assessment 
Drug Substance Katherine Duncan Donna Christner 

Drug Product Caroline Strasinger l\!bo-Jhong Rhee 
Manufacturing Peter Krommenhoek Nallaperumal Chidambaram 
M icrobioloav Jianli Xue 

Biopharmaceutics NIA 
Regulatory Business 

Process Manager 
Marquita Burnett 

Application Technical 
Lead 

Caroline Strasinger 

CDRH Shanley Chen Rumi Youna 
Environmental Caroline Strasinaer l\!bo-Jhona Rhee 

RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF 
# 

(b)(4) 

Type Holder 
(b)(• 

Item 
Referenced 

(b)(4) 

Status Date 
Assessed 

Comments 

Reviewer: 

II Adequate 
October 11, 

2018 
Hongbiao Liao 

LOA: Jan 26, 2016 

l'UA1 l'UA1 LOA: Jan 5, 2018Ill 

l'UA1 l'UA1 LOA: Jan 5, 2018Ill 

l'UA1 l'UA1 LOA: July 7, 2016 IllI l 
1 Adequate information provided in NOA. 

B. Other Documents: IND, RLD, or sister applications 

Document Application Number Description 

IND 25512 Metoclopramide Gel for treatment ofdiabetic gastroparesis 
from E\Qke Pharma. Acti-.e s ince June 6, 2020 
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lm'J 	U.S. FOOD & DRUG 
-	 ADM I N ISTRATIO N 

RECOMMENDATION 

D Approval 
D Approval with Post-Marketing Commitment 
D Complete Response 
~ Not Ready for Approval as of this Review 

EXECUTIVE SUMMARY 
IQA NOA Assessment Guide Reference 

I. 	 RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY 
The applicant has provided sufficient CMC information to assure the 
identity, strength, purity, and quality of the drug product including with 
respect to pump performance of this combination drug product. All previous 
Complete Response Issues have been resolved. 

The Office of Process and Manufacturing Assessment (OPMA) has made 
a final overall "Approval" recommendation for the facilities involved in this 
application. 

The claim for the Categorical Exclusion for the Environmental Assessment 
is granted. 

The labeling for this NOA is inadequate for Sections 3, 11, and 16. 

Therefore, from the OPQ perspective, this NOA is not deemed ready for 
approval per CFR 314.125(b)(6), until the labeling deficiencies are 
satisfactorily resolved. (see the List of Deficiencies) 

II. SUMMARY OF QUALITY ASSESSMENTS 

A. Product Overview 
Metoclopramide is an antiemetic dopamine-2 receptor antagonist. The 
reference listed drug, Reglan tablets, was approved in December 1980 
(NOA 17854) for gastroesophageal reflux and diabetic gastroparesis in 
adults. 

On April 1, 2019 NOA 209388 received a Complete Response 
recommendation which included several Product Quality and CDRH 
deficiencies. The applicant resubmitted the application on 19-DEC-2019 
and has addressed all Product Quality and CDRH issues identified in the 
Complete Response Letter (CRL). This IQA (#2) is for the NOA 
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resubmission and the label and labeling of the drug product. For all other 
information, refer to the previous IQA dated 21-MAR-2019. 

Proposed 
lndication(s) 
including Intended 
Patient Population 

For relief of symptoms in adult women with acute 
and recurrent diabetic gastroparesis 

Duration of 
Treatment 

Administer 15 mg, 30 minutes before each meal 
and at bedtime for 2 to ::~weeks 
60 mq per day Maximum Daily Dose 

Alternative Methods 
of Administration 

N/A 

B. Quality Assessment Overview 

Drug Substance: Adequate 
The active ingredient, metoclopramide hydrochloride, is a white to almost 
white, crystalline powder. It is freely soluble in water and ethanol. However, 
its solubility varies with pH . According to the manufacturer, there are no 
known polymorphs of the druq substance. Metoclopramide hydrochloride is 
manufactured by (b)(-4! 

Its chemical name is 4-amino-5-chloro-N-[2-( diethylamino )ethyl]-2­
methoxy benzamide monohydrochloride monohydrate. The molecular 
formula is C14H22CIN302•HCl•H20. Its molecular weight is 354.3. The 
structural formula is: 

The drug substance information is cross-referenced to DMF <bJ<
41

• This 
DMF was reviewed most recently on 11-0ct-2018 by Hongbiao Liao and 
was found adequate (refer to DMF (bl\J Review 12 in Panorama). The 
drug substance information provided in the DMF is adequate. The sponsor 
did not provide any drug substance updates in the resubmission. The NOA 
resubmission is recommended for approval from the perspective of drug 
substance ualit . 

Dru Product: Ade uate 
Metoclopramide nasal spray is supplied in a 10 ml amber qlass vial with 
metered spray pump. The <bJ<

41 aqueous 
solution contains <bH ' m of metoclo ramide h drochloride 
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monohydrate <b><
4
> as well 

as the following inactive inQredients: citric acid monohydrate and sodium 
41	 41 citrate di hydrate 	 <b>< , benzalkonium chloride <bn

4	 4
<b><41sorbitol <b>< > edetate disodium dihydrate <bH > 

<b><
4
> purified water <b><

41
• Each pump actuation delivers 

15 mg of metoclopramide in 70 µL of solution as a nasal spray. 

With the resubmission the applicant has addressed the following Drug 
Product related deficiencies from the CR Letter: 

Product Quality/Device Quality 
• 	 The applicant has reevaluated the acceptance criteria for the 

specification using batches manufactured at the proposed 
commercial strength, including for spray pattern and droplet size. 
The applicant has also added a test and acceptance criterion for 
actuation force to the finished product specification (as requested by 
CDRH). The provided specification is appropriately justified. 

Additional Comment C 
• 	 A shelf life of 24 months is supported. 

o 	 The applicant originally proposed a shelf-life of :~~ months, 
however, given the uncertainty of the performance 
characteristics through <b><

41 months due to the changes in 
testing facility, methods and criteria, only a 24 month shelf­
life was granted. The applicant can request extensions of 
shelf life through annual reporting based on real-time stability 
data following an approved stability protocol. A 24 month 
shelf life was agreed to via an IR response dated April 17, 
2020. 

o 	 No out of specification (OOS) was observed through 3 
months for any commercial batch under any storage 
condition. The 17 mg supportive stability batches likewise 
appear stable. The drop seen at 12 months for spray pattern 
across all 15 mg batches can be explained by a change in 
method and does not appear to be related to an undesirable 
stability trend. 

Additional Comment D 
• 	 With the resubmission the new testing facility was incorporated into 

the resubmission. As such the comparability protocol proposed in 
the original submission (and discussed in the CRL) is now obsolete: 
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o 	 The new testing facility was qualified through the provided 
comparability report and has received an adequate facility 
recommendation. 

Refer to the Drug Product Review for more information on the above 3 
items. Refer to the CDRH summary for additional assessment of the 
Product Quality/Device Quality and Additional Comments A and B of the 
CRL. 

Labeling: Inadequate 
The Labeling of NOA 209388 is inadequate due to the deficiencies in 
Sections 3, 11, and 16 of the Pl. These labeling deficiencies were 
communicated to ONO labeling review team on April 9, 2020. 

Recommendation: 

This application is not deemed ready for approval in its present form 

per 21CFR 314.125(b)(6) from the label/labeling perspective until the 

deficiencies noted are satisfactorilv resolved. 


Manufacturing: Adequate -------------------,,.l\' 4! 

OPQ-XOPQ-TEM-0001v06 Page4 Effective Date: February 1, 2019 

Reference ID 461SZl0 



Biopharmaceutics: Choose an item. 

N/A 


Microbiology (if applicable): Adequate 
The original submission was reviewed for product quality microbiology in 
N209388MR01.doc (deemed adequate) dated 12/21 /2018. The applicant 
has provided additional stability data in the resubmission and a cursory 
review of the resubmission was performed this review cycle. The 
recommendation remains adequate. 

CDRH: Adequate 
With the resubmission the applicant has adequately addressed the 
following Device related deficiencies from the CR Letter: 

Product Quality/Device Quality 
The Applicant provided updated the acceptance criterion for droplet size 
dispersion (DSD) and justified it with the testing of 3 batches of drug using 
the final finished device and drug formulation (15mg). All samples were 
within the DSD acceptance criteria. 

Additional Comment A 
During this review cycle the applicant provided additional data to further 
support their selected acceptance criterion for actuation force and agreed 
to lower the criterion to <b><

4
f and committed to including the test in the 

product specification as a post marketing commitment, which was sufficient 
for the CDRH reviewer to recommend approval. 

In a late cycle IR response (18-MAY-2020) the Appl icant added actuation 
force to the finished product specification (release and stability). The PMC 
as indicated in the CDRH review #2 below is no longer needed. 

Refer to the updated drug product specification below. 

Additional Comment B 
The applicant has provided acceptance criteria for the cap retention force 
of between <b><

41 
• This is an appropriate range for the 

amount of force used to remove the cap and no post approval comment is 
needed. 

The overall recommendation from CDRH: Device constituent parts of the 
combination product are approvable. Refer to the CDRH review for more 
information. 
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Specification Provided 18-MA Y-2020 (SON 0039) 

Table 1: Specification for Gimoti (:\Jetocloprarnicle Nasal Spray) 

Parameter 

Appearance 

Packaging appearnnce 

Identification 

Potency assay1 

Related substances 

Benzalkonium chloride 
content 

EDTA content 

Release Criteria 
(b)(4 t .A! ?olut1on. 

10 cc amber glass bottle with (bl <41nasal spray pump. 
No visible leakage or blemishes on container/closure. 

The retention time and the UV spectnun of the major peak in 
sample injection comply with that in reference standard injection. 

(b)(4J (b)l4! •I 
p flabel claun~ 

Individual tmspecified impurities (b)~ 
(b)(4) 

Individual specified WiJ>urities 
T al . . . ot unpunties

1 
Cbl<4Jo/<I o 

I (bll4> fl b 1 l .J° a e c aun 

I (b)(4} 

pf label claim 

Droplet size distribution 

D90:1 
(1>)141 

D50: 
DlO: 
SQan 

(b)(4) ·r)(4~ %1 11\TMT o 
(b)(4J 

Spray content 
uniformity 
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Paramete1· Release C rite1i.a 
(b)(4 

Pump delivery 

Spray pattern 

(b)l4) 

Actuation force NMT: 
(b)(4 

Specific gravity 
-1 

pH 

Minimum fill 

Particulate matter 

Microbial limit test 

(b)(4) 
Conforms to USP. Labeled amount! l 

(b} -' (b)(4) 
:::: (4F : NMI per bottle 


fllll '. NMf (b) <4>per bottle
:::: 
Total aerobic microbial count: NMT'~,cfu/mL 
Total combined yeasts/mold.5 count NMT i:~cfo/mL 
Absence ofP. aemginosa (b~ 
Absence ofS. aureus (bl < 

4 
> 

(b)(4I Absence ofB. cepac1a
1 i 

cfu = colony-forming unit; EDTA = ethylenediaminetetraacetic acid; ICH = International Conference on 
Harmonisatio~ LID/SID = longest/shortest internal diameter; NMT = not more than.; USP = United States 
Phannacopeia; UV = ultraviolet; wfv = weight/volume 
1 Freebase 


Sample packaging fill= 4.6 mL 


C. Risk Assessment 

From Initial Risk Identification Assessment 
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Attribute/ 
CQA 

Metoclopram 

ide Assay 

Factors that 
can impact 

the CQA 

Formulation, raw 

materials, 
container closure, 

process 
parameters, scale, 

equipment 

Initial 
Risk 

Ranking 

L 

Risk Mitigation 
Approach 

(b)(4 

Final 
Risk 

Evaluati 
on 

L 

Lifecycle 
Considerations/ 

Comments 

Benzalkoniu 
m chloride 

content 

Formulation, 
stability, container 

closure 

L L 

EDTA 
Content 

Formulation, 
stability, container 

closure 

L L 

spray 
content/dose 

uniformity 

device 
performance 

parameters 
L L 

Droplet size 
distribution 

(DSD) 

Spray pattern 

Device/actuator, 
viscosity of 
formulation 

M M 

Review this data 
closely as shelf-life 

extensions are granted 

due to testing method 
and site change during 

the 2 review cycles (6­
12 month data only 

provided) 

Extractables / 
Leachables 

Formulation, 

container closure, 

equipment 

L L 

Actuation 
Force 

Device L L 

Microbial 

limits 

Formulation, raw 
materials, process 
parameters, 

packaging defects 

L L 
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I 	 (bf(4J 

Particulates from 

excipients 


Particulates L L
equipment, device 


components 


I 

D. List of Deficiencies for Complete Response 

1. Labelin Deficiencies 

Section 3 
(b)(4) 

• 	 Remove 
• 	 Revise section for clarity as indicated above 

Section 11 
• 	 Remove <b><

41from metoclopramide HCI 
• 	 List ingredients in alphabetical order 
• 	 Revise product description for clarity 

Section 16 
• 	 Add dosage form 
• 	 Remove <~----~.b><41 

• 	 Revise storage conditions to read "Store at 20°c to 25°C (68°F to 
77°F} excursions permitted 15°C to 30°C (59°F to 86°F} [see 
USP Controlled Room Temperature]." 

• 	 Revise section for clarity 

The above deficiencies are currently under negotiation with the 
a licant. 

Application Technical Lead Name and Date: Caroline Strasinger, PhD 512012020 
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CHAPTER IV: LABELING 
On 11-MAY-2020 agreed to changes proposed by ONDP for the Carton/Container 
and the applicant confirmed the desired presentation of the name is GIMOTi 
(metoclo11.ramidel nasal spraYJ and not GIMOTI (metoclopramide nasal spray). 

1.0 PRESCRIBING INFORMATION 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 

GIMOTI (metoclopramide nasal spray) 


Initial U.S. Approval: YYYY 


·····················DOSAGE FORMS AND STRENGTHS---··················· 

Nasal Spray: 15 mg metoclopramide in each 70 microliter spray. ill 

Item Information Provided in the 

NOA 

Product Title in Highlights 

Proprietary name GIMOTI 

Established name(s) (metoclopramide nasal 
spray) 

Route(s) of administration Nasal spray 

Dosage Forms and Strengths Heading in Highlights 

Summary of the dosage form(s) Nasal Spray: 15 mg 

and strength(s) metoclopramide in each 

in metric system. spray 

Assess if the tablet is scored. If N/A 

product meets guidelines and 

criteria for a scored tablet, state 

"funct iona lly scored" 

Assessor's Comments 

ADEQUATE 

ADEQUATE 

On May 11, 2020 the applicant 

changed the presentation to 

(metoclopramide) nasal spray 

ADEQUATE 

INADEQUATE/ ADEQUATE 

Add volume of each spray 

(70 microliter) 

This was satisfactorily resolved 

on 5/ 11/ 20. 

Reference ID 461SZl0 



For injectable drug products for 

parental administration, use 

appropriate package t ype term 

(e.g., single-dose, mult iple-dose, 

single-patient-use). Other 

package terms include pharmacy 

bulk package and imaging bu lk 

package. 

N/A 

1.2 FULL PRESCRIBING INFORMATION 
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 

Item Information Provided in 

the NOA 

DOSAGE AND ADMINISTRATION section 

Special instructions for product 

preparation (e.g., reconstitution 

and result ing concentration, 

d ilution, compatible diluents, 

storage condit ions needed to 

maintain the stability of the 

reconstituted or d iluted 

product) 

Assessor's Comments 

CMC defers to ONO/Patient Labeling for 

the appropriateness of these 

instructions. 

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 

3 DOSAGE FO~IS AND STRENGTHS 
(b)(4f 

(b)(4)-------------------­
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Item 

DOSAGE FORMS AND STRENGTHS section 

Information Provided 

in the NOA 
Assessor's Comments 

Available dosage form(s) Nasal spray INADEQUATE 

For clarity revise as above 

Strength(s) in metric system 15mg ADEQUATE 

If the active ingredient is a salt, apply the 

USP Salt Policy per FDA Guidance 

Not provided 15 mg metoclopramide is 

= 
(b)(4J 

J 
I 

Per ONO request and for clarity 

of the label, the equivalency 

statement is only included in 

section 11. 

A description of the identifying 

characteristics of the dosage forms, 

including shape, color, coating, scoring, 

and imprinting 

Aqueous solution in an 

amber glass bottle 

ADEQUATE 

Assess if the tablet is scored. If product 

meets guidelines and criteria for a scored 

tablet, state " funct iona lly scored" 

N/A 

For injectable drug products for parental 

administration, use appropriate labeling 

term (e.g., single-dose, multiple-dose, 

single-patient-use). Other package type 

terms include pharmacy bulk package and 

imaging bulk package. 

Supplied in amber glass 

bottle fitted with a 

metered spray pump 

attachment. 

INADEQUATE 

For clarity revise as above 

1.2.3 Section 11 (DESCRIPTION) 

Reference ID 461SZl 0 



11 DESCRIPTION 

:ti.1etocfop:ram.ide hydrochloride, the active edient. mGilvIOTL is: a do amine-2 receptor 
- . Me- 1 "d h ..fl---~11 "d (b)(4) ­antagowst · tC>c opramt e ywuu:.uon e is 

a whri:te, crystalline, odorless s.ubstance, foeely soluble in \·vater. [ts chemical name is: 4-amin'0-5­
cbloro-N-[2-(diethylamin'O)eth:y]]-2-methoxy benzamide monohydrochloride monohydrate. 

The molecular formula is C14~01·~0. Its molecular weight is 354-3. The structural 
formula is: 

CH3 

( CH • HClCl 

H 

N /'-...._,/ N-......./ 3 


Gil\..fOTI (m.etocloprantide nasal spray) is for nasal administration. The prodiuc-t is supplied as a.g 
aqueous solution v.-'ith apH of:S-5 ± 0.5 in a <llmJlO mL amber gl~ vw fitted with ametered 

4attachment.I <bH
4Tucli uni.t contains 9.8 mI <b>< f 

(b)(4) 

Each 70 microliter spray con~ 15 mg metoclopramide.,. ~equiv~~l!t__tp__!~-_7}__~_g-~f______1
metoclopramide hydrochloride Inactive ingredients consist of p tric acid mono.hydrate, 
sodium citrate dihydrate, benzalkonium chloride,, sorbitol, edetate disodlium dihydcate, and 
purified wat.ef-.:. (b><

4
l 
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Item 
Information Provided 

in the NOA 

DESCRIPTION section 

Proprietary and established GIMPOTI (metoclopramide 

name(s) nasa l spray) 

Dosage form(s) and route(s) of Nasal spray, for nasal 

administration administration 

If the active ingred ient is a salt, 15 mg metoclopramide 

apply the USP Salt Policy and (equivalent to 17.73 mg of 

include the equivalency metoclopramide 

statement per FDA Guidance. hydrochloride, (b 
114j) 

List names of all inactive citric acid monohydrate, 

ingredients. Use USP/NF names. sodium citrate dihydrate, 
Avoid Brand names. benzalkonium ch loride, 

sorbitol, edetate disodium 

dihydrate, and purified 

water 

For parenteral injectable dosage N/A 

forms, include the name and 

quantities of all inactive 

ingredients. For ingredients 

added to adjust the pH or make 

isoton ic, include the name and 

statement of effect. 

If alcohol is present, must provide N/A 

the amount of alcohol in terms of 

percent volume of absolute 

alcohol 

Statement of being sterile (if N/A 

applicable) 

Pharmacological/therapeutic a dopamine-2 receptor 

class antagonist 

Chemical name, structura l Chemical names and 

formula, molecular weight structures provided 

If radioactive, statement of N/A 

important nuclear characteristics. 

Assessor's Comments 

ADEQUATE 

On May 11, 2020 the applicant 

changed the presentation to 

(metoclopramide) nasal spray. 

ADEQUATE 

INADEQUATE 

Remove 
(b)(4) 

See Reformatting edits 

INADEQUATE 

List in alphabetical order 

ADEQUATE 

ADEQUATE 
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Other important chemical or (bf(4J
1 INADEQUATE 

physical properties (such as pKa Request rewording of drug 

or pH) product description . See edits 

above. 

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

u: BO\V SUPPLffiDlSTOR..\GE .Al'H> HA1."'{l)LING 

GTh.fOTI (metoclopramidenasal sp.ray) is suppilied as a (bl <Jsolution of metoclopramide 
in ~10 mL Type 1 amber glass bott11e :fitted with a metered spray pump attachmenf: a protective 
cap, and! a safety clip. Each box ofGJD...fOTI_-(NDC 72089-307-15) contains 1 bottle, with FDA­
approved Patient Labeling (see Instructions for Use for proper actuation ofthe device). 

(bl <41deliver~ 15 mg ofmetoclopramide. Each bottle contains 9. 8 mL v.rhich 
(b)(4).-,-- •

is sufficient for 4 \V•eeks of4 tunes a day use. 
(b)(4) 

Discard GIMOTI 4 weeks after opening even ifthe bottle contains unused medicine. 
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Information Provided in the 
Item Assessor's Comments 

NOA 

HOW SUPPLIED/STORAGE AND HANDLING section 

Available dosage form (s) Not present INADEQUATE 

Add nasal spray 

Strength(s) in metric system 

Available units (e.g., bottles of 100 

tablets) 

Identification of dosage forms, 

e.g., shape, color, coating, scoring, 

imprinting, NOC number 

---·················································· 
Assess if the tablet is scored. If 

product meets gu idelines and 

criteria for a scored tablet, state 

"funct iona lly scored" 
---·················································· 
For injectable drug products for 

parental administration, use 

appropriate package t ype term 

(e.g., single-dose, mult iple-dose, 

single-patient-use). Other package 

terms include pharmacy bulk 

package and imaging bu lk package. 

15mg 

Each box contains 1 bottle, 

each bottle contains 9.8 ml 

Solution of metoclopramide 

in 10 ml Type 1 amber glass 

bottle fitted with a metered 

spray pump attachment, a 

protective cap, and a safety 

cl ip. 

N/ A 

N/ A 

ADEQUATE 

ADEQUATE 

ADEQUATE 
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Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 

Item 

Special handling about t he 

supplied product (e.g., protect 

from light, refrigerate). If there is 

a statement t o " Dispense in 

origina l container," provide 

reason why (e.g. to protect from 

light or moisture, to maintain 

stabi lity, etc.) 

If the product contains a 

desiccant, ensure t he size and 

shape differ from the dosage 

form and desiccant has a warning 

such as " Do not eat." 

Storage condit ions. Where 

applicable, use USP storage range 

rather than storage at a single 

t emperature. 

Latex: If product does not 

contain latex and manufacturing 

of product and container did not 

include use of natural rubber 

latex or synthetic derivatives of 

natural rubber latex, state: "Not 

made w ith natu ral rubber latex. 

Avoid statements such as " latex-

free." 

Include information about chi ld-

resistant packaging 

Information Provided in the NOA Assessor's Comments 

Discard Gimoti 4 weeks after ADEQUATE 
opening even if the bottle contains 
unused medicine. 

N/ A 

Ml4l 
INADEQUATE 
Revise to read: 
Store at 20°c to 2s0 c (68°F 

to 77°F) excursions 

permitted 1s0 c to 30°C 

(59 to 86°F) [see USP 

Controlled Room 

Temperature] . 

N/ A ADEQUATE 

N/A ADEQUATE 

1.2.5 Manufacturing Information After Section 17 (for drug products) 
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Item Information Provided in the NOA Assessor's Comments 

Manufacturing Information After Section 17 

Name and location of business 

(street address, city, state and zip 

code) of the manufacturer, 

distributor, and/ or packer 

Manufactured for Evoke Pharma 
Inc. by Path eon, a Division of 
Thermo Fisher 

ADEQUATE 

ASSESSMENT OF THE Pl: INADEQUATE 

The following Items should be addressed for the Pl. Refer to screen shots above for specifics of text and 

format. 

Section 3 

(ll) (~l

• 	 Remove 

• 	 Revise section for clarity as indicated above 

Section 11 

• 	 Remove (bJ<
41metoclopramide HCI 

• 	 List ingredients in alphabetical order 

• 	 Revise product description for clarity as indicated above 

Section 16 

• 	 Add dosage form 
(b)(4J • 	 Remove 

• 	 Revise storage conditions to read "Store at 20°C to 25°C (68°F to 77°F) excursions 
permitted 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature]." 

• 	 Revise section for clarity as indicated above 

2.0 PATIENT LABELING 

N/A 

3.0 CARTON AND CONTAINER LABELING 

3.1 Container Label 

3 Page(s) of Draft [aoeling tiave oeen Wittltiela in Full as 154 (CCI/TS) immectiately following ttiis page 
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Item Information Provided in the NOA 
Assessor's Comments about 

Carton Labeling 

Proprietary name, established 

name, and dosage form (font 

size and prominence 

Gimoti (metoclopramide nasal spray) ADEQUATE 

On May 11, 2020 the applicant 

changed the presentation to 

(metoclopramide) nasal spray 

Dosage strength 15 mg per spray ADEQUATE 

Route of administration For nasal use only ADEQUATE 

If the active ingredient is a salt, 

include the equivalency 

statement per FDA Gu idance 

Not present INADEQUATE 
CbH4! 

This was satisfactorily 

resolved on 5/ 11/ 20. 

Net contents (e.g. tablet count) Not present on container 

Carton states: 

Net Weight 50 g 

112 sprays 

INADEQUATE/ ADEQUATE 

Container: Include net content 

amount on label 

Carton: Net content amount 

should read 

9.8ml 

112 metered sprays 

This was satisfactorily 

resolved on 5/ 11/ 20. 

" Rx on ly" displayed on the 

principal display 

Present ADEQUATE 

NOC number Present ADEQUATE 

lot number and expiration date Present on vial 

Serialization area noted on carton 

ADEQUATE 
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^ƚŽƌĂŐĞ ĐŽŶĚŝƚŝŽŶƐ͘ /Ĩ ĂƉƉůŝĐĂďůĞ͕ /E���Yh�d�ͬ$'(48$7( 

ŝŶĐůƵĚĞ Ă ƐƉĂĐĞ ŽŶ ƚŚĞ ĐĂƌƚŽŶ ^ƚŽƌĂŐĞ ĐŽŶĚŝƚŝŽŶ ƐŚŽƵůĚ ƌĞĂĚ͗ 
ůĂďĞůŝŶŐ ĨŽƌ ƚŚĞ ƵƐĞƌ ƚŽ ǁƌŝƚĞ ƚŚĞ ^ƚŽƌĞ Ăƚ ϮϬΣ� ƚŽ ϮϱΣ� ;ϲϴΣ& ƚŽ 
ŶĞǁ �h�͘ ϳϳΣ&Ϳ ĞǆĐƵƌƐŝŽŶƐ ƉĞƌŵŝƚƚĞĚ 

ϭϱΣ� ƚŽ ϯϬΣ� ;ϱϵΣ& ƚŽ ϴϲΣ&Ϳ 
΀ƐĞĞ h^W �ŽŶƚƌŽůůĞĚ ZŽŽŵ 

dĞŵƉĞƌĂƚƵƌĞ΁͘ 

dŚŝƐ ǁĂƐ ƐĂƚŝƐĨĂĐƚŽƌŝůǇ 
ƌĞƐŽůǀĞĚ ŽŶ ϱͬϭϭͬϮϬ͘ 

&Žƌ ŝŶũĞĐƚĂďůĞ ĚƌƵŐ ƉƌŽĚƵĐƚƐ ĨŽƌ Eͬ� 

ƉĂƌĞŶƚĂů ĂĚŵŝŶŝƐƚƌĂƚŝŽŶ͕ ƵƐĞ 
ĂƉƉƌŽƉƌŝĂƚĞ ƉĂĐŬĂŐĞ ƚǇƉĞ ƚĞƌŵ 

;Ğ͘Ő͕͘ ƐŝŶŐůĞͲĚŽƐĞ͕ ŵƵůƚŝƉůĞͲĚŽƐĞ͕ 
ƐŝŶŐůĞͲƉĂƚŝĞŶƚͲƵƐĞͿ 
KƚŚĞƌ ƉĂĐŬĂŐĞ ƚĞƌŵƐ ŝŶĐůƵĚĞ (b) (4) ���Yh�d� 
ƉŚĂƌŵĂĐǇ ďƵůŬ ƉĂĐŬĂŐĞ ĂŶĚ 
ŝŵĂŐŝŶŐ ďƵůŬ ƉĂĐŬĂŐĞ ǁŚŝĐŚ 
ƌĞƋƵŝƌĞ ͞EŽƚ ĨŽƌ ĚŝƌĞĐƚ ŝŶĨƵƐŝŽŶ͟ 
ƐƚĂƚĞŵĞŶƚ͘ 
YƵĂŶƚŝƚĂƚŝǀĞ /ŶŐƌĞĚŝĞŶƚ EŽƚ ĂŶ ŝŶũĞĐƚĂďůĞ ŚŽǁĞǀĞƌ /E���Yh�d�ͬ$'(48$7( 

/ŶĨŽƌŵĂƚŝŽŶ ;ŝŶũĞĐƚĂďůĞƐͿ ŝŶŐƌĞĚŝĞŶƚƐ ĂƌĞ ůŝƐƚĞĚ &Žƌ ƚŚĞ �ĂƌƚŽŶ͗ 
>ŝƐƚ ŝŶŐƌĞĚŝĞŶƚƐ ŝŶ ĂůƉŚĂďĞƚŝĐĂů 
ŽƌĚĞƌ 

dŚŝƐ ǁĂƐ ƐĂƚŝƐĨĂĐƚŽƌŝůǇ 
ƌĞƐŽůǀĞĚ ŽŶ ϱͬϭϭͬϮϬ͘ 

/Ĩ ĂůĐŽŚŽů ŝƐ ƉƌĞƐĞŶƚ͕ ŵƵƐƚ Eͬ� 

ƉƌŽǀŝĚĞ ƚŚĞ ĂŵŽƵŶƚ ŽĨ ĂůĐŽŚŽů ŝŶ 
ƚĞƌŵƐ ŽĨ ƉĞƌĐĞŶƚ ǀŽůƵŵĞ ŽĨ 
ĂďƐŽůƵƚĞ ĂůĐŽŚŽů 
�Ăƌ ĐŽĚĞ WƌĞƐĞŶƚ ���Yh�d� 

(b) (4)
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Item Information Provided in the NOA 
Assessor's Comments 

about Carton Labeling 

Name of 

manufacturer/ d istributor 

Distributed by: Evoke Pharma, Inc 

Solana Beach, CA 92075 

ADEQUATE 

Medication Guide (if applicable) See Instructions for Use and Medication 

Guide before using this product 

No text on Ferrule and Cap 

oversea I 

N/ A 

When a drug product differs 

from the relevant USP standard 

of strength, qua lit y, or purity, as 

determined by the application 

of the tests, procedures, and 

acceptance criteria set forth in 

the relevant compend ium, its 

difference sha ll be plainly 

stated on its label . 

N/ A 

And others, if space is available ADEQUATE 

Assessment of Carton and Container Labeling: ADEQUATE 

The below deficiency items were addressed by the applicant on 11-MAY-2020. The 

Container/Closure Label is now adequate. 

The following Items should be addressed for the Carton/Container 
The Below Comments Apply to Container (vial} and Carton: 

1. Include the net contents on the vial in addition to the carton. Net content amount should read as follows: 

9.8mL 

112 metered sprays 


The Below Comments Apply to Carton: 
2. Include a salt equivalency statement and ensure the inactive ingredients appear in alphabetical order. Refer to the 

belowfor format and content. 

Each 70 µ L spray contains: 
metoclopramide ... ... ... ... ... ... ... ... ........ 15 mg 
(equivalent to 17. 73 mg ofmetoclopramide hydrochloride) 
Inactive ingredients include benzallronium chloride, citric acid monohydrate, edetate disodium dihydrate, 
purified water, sodium citrate dihydrate, and sorbitol 

3. 	 Confinn location oflot number and expiration date 
4. 	 Storage condition should read: 

Store at 20°C to 25°C (68°F to 77°F) excursions pennitted l 5°C to 30°C (59°F to 86°F) [see USP Controlled 
Room Temperature}. 

ITEMS FOR ADDITIONAL ASSESSMENT 

LIST OF DEFICIENCES 
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Section 3 
(b)(4J• 	 Remove 

• 	 Revise section for clarity as indicated above 

Section 11 

• 	 Remove <b><41metoclopramide HCI 

• 	 List ingredients in alphabetical order 
• 	 Revise product description for clarity as indicated above 

Section 16 

• 	 Add dosage form 
(b)(4)• 	 Remove 


Revise storage cond itions to read "Store at 20°C to 25°C (68°F to 77°F) excursions 
• 
permitted 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature]." 

Revise section for clarity as indicated above • 

Overall Assessment and Recommendation: 

On January 27, 2020, the Carton and Container deficiencies were communicated to the Applicant. 

The Applicant agreed to OPQ related Carton and Container deficiencies on MAY 11, 2020. However, 

the Labeling of NDA 209388 is inadequate due to the deficiencies noted below for Sections 

3, 11, and 16 of the Pl. These remaining labeling deficiencies were communicated to OND 

labeling review team on Apri l 9, 2020. 

Recommendation: 
This application is not deemed ready for approval in its present form per 21CFR 

314.125(b)(6) from the label/labeling perspective until the deficiencies noted above are 

satisfactorily resolved. 

Primary Labeling Assessor Name and Date: 

Caroline Strasinger, Ph.D. 12-MAY-2020 

OPQ, ONDP, DNDP II, 84 

Secondary Reviewer Name and Date (and Secondary Summary, as needed): 

I agree with Dr. Strasinger's assessment of the labeling and labels and concur w ith her recommendation 

that this application is not deemed ready for approval until the deficiencies noted in the List of 

Deficiencies are satisfactorily resolved. 

Moo-Jhong Rhee, Ph.D. 12-MA Y-2020 

Chief, Branch 4 
DNDP 11/0NDP/OPQ 
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Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T____,rgj@~~ 

MICROBIOLOGY 

IQA Review Guide Reference 

Product Background: 

NDA: 209388 

Drug Product Name I Strength: Gimoti™ (metoclopramide nasal spray)/15 mg 

Route of Administration: Nasal 

Applicant Name: Evoke Pha1ma Inc. 
420 Stevens Avenue, Suite 370, Solama Beach, CA 92075 

(b)(4) Manufacturing Site: 

Method of Sterilization: N/ A; the diug product is non-sterile 

Review Recommendation: Adequate 

Theme (ANDA only): NIA 

Justification (ANDA only): NIA 

Review Summary: 

List Submissions Being Reviewed: 6/1/2018, 12/14/2018 

Highlight Key Outstanding Issues from Last Cycle: An IR dated 11/30/2018 to 
address minor deficiencies was conveyed to the applicant following Product 
Quality Microbiolo2)' review. The information provided in the amendment dated 
12/14/2018 in response to the IR is incorporated in the review. 

Remarks: N/ A 

Concise Description Outstandin2 Issues Remainin2: None 

Supporting Documents: N/A 

List Number of Comparability Protocols (ANDA only): N/A 

OPQ-XOPQ-TEM-0001 v05 Page 1 of1 2 Effective Date: October 15, 2017 
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Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T____,rgj@~~ 

S Drug Substance 
Reviewer's Assessment: Adequate 

The drug product is non-sterile. Therefore, microbiology review will not be 
conducted for drug substance. 

P.1 Description of the Composition of the Drug Product 
(bJ<4I 

• Description of drug product - aqueous 
--~~~~~~~~~~--solution, multi-dose 

• Drug product composition ­

Component Amount Amount Amount per Function Quality 
per bottle per ml 70 µI standa1·d 
(mg) (mg) actuation 

Metoclopramide 
(b)(4 

(m2) 
17.73 API• USP/EP 

hvdrochloride' (b)(4~ 

Citric acid monohydrate (bJ<4l USP/EP 

Sodium citrate dihydrate USP/EP 

Benzalkonium chloride 

J 
(b)(4f 

Sorbitol l 
(b)(41-­

i 

NF 

USP 
Edetate disodium dihydrate USP/EP 

Purified water USP/EP 

a: Eomvalent to 15 me metoclopranude base per 70 ul actuation .._______('bJ< I
4

• Description of container closure system - The diu g product is contained in a 10 
(bf(4f

ml Type I amber glass bottle and mounted with a snap-on metered 
nasal spray pump with a protective cap and safety clip. 

Description of primaiy packaging components 
Com onent 
Glass bottle 

Descri tion Manufactm·er 

lOmlType l ~ I 
..wee gl"'" bottle __J 

1-N-as-al_s_p_ra_y--+·.~---~(' bJ<4f pump 

pump with safety chp and cap 

(b)(4) 

Reviewer's Assessment: Adequate 
9 Page(s) tias oeen Wittinela in Full as t54 (CCI/TS) immeaiately following ttiis page 

OPQ-XOPQ-TEM-0001 v05 Page 2of1 2 Effective Date: October 15, 2017 
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Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T ____,rgj@~~ 

Primary Microbiology Reviewer Name and Date: 

Jianli Xue, Ph.D. 
Microbiologist 
CDER/OPQ/OPF/DMA 
1212112018 

Secondary Reviewer Name and Date (and Secondary S ummary, as needed): 

Neal J. Sweeney, Ph.D. 
Microbiologist 
CDER/OPQ/OPF/DMA 
1212112018 

OPQ-XOPQ-TEM-0001 v05 Page 12of 12 Effective Date: October 15, 2017 
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~le.#~~ QUALITY ASSESSMENT C£LI£&~~ 
Recommendation: As of this review, this 505 (b)(2) NDA is not ready for Approval in its 
present form per 21 CFR314.125(b)(1) and 21 CFR 314.125(b)(6). 

NDA 209388 

OPQ Review #1 

Drug Name/Dosage Fonn Gimoti (metoclopramide) nasal spray 

Strength 15 mg per actuation 

Route ofAdministration Nasal spray 

Rx/OTC Dispensed Rx 

Applicant Evoke Pharma, Inc.; Solana Beach, CA 

US agent, if applicable NIA 

SUBMISSION(S) 
REVIEWED 

DOCUMENT 
DATE 

DISCIPLINE(S) AFFECTED 

Original Jun 01 , 2018 OPQ 

Amendment Aug 21, 2018 Drug Product 

Amendment Sep 6, 2018 Drug Product 

Amendment Oct 15, 2018 Drug Product 

Amendment Dec 14, 2018 Drug Product 

Amendment Feb 21 , 2019 Labeling 

Quality Review Team 

DISCIPLINE REVIEWER BRANCH/DIVISION 

Drug Substance 
Martin Haber CDER/OPQ/ONDP/ 

DNDAPl/NDBII 

Drug Product and Labeling 
Caroline Strasinger CDER/OPQ/ONDP/ 

DNDPil/NDPBV 

Process 
Yaodong Huang CDER/OPQ/OPF/ 

DP AIII/P ABVIII 

Microbiology 
Jianli Xue CDER/OPQ/OPF/ 

DMAIMABII 

Facilities 
Yaodong Huang CDER/OPQ/OPF/ 

DP AIII/P ABVIII 

Regulato1y Business 
Process Manager 

Oumou Barry OMPT/CDER/OPQ/OPRO/DR 
BPMI/RBPMBI 

Environmental Assessment 
(EA) 

Caroline Strasinger CDER/OPQ/ONDP/ 
DNDPil/NDPBV 

Application Technical Lead 
Hitesh Shroff CDER/OPQ/ONDP/ 

DNDPil/NDPBV 
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QUALITY ASSESSMENT 

Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF# I Type 
(b)(4) 

Type II 

Type III 

Type III 

Holder I(b)(4 

Item 
Status

Referenced 
(bJ<4l Active 

Active 

Active 

Date Review 
Completed 
Dr. Donglei Yu, 
October 11 , 2018, 
adequate 

Not reviewed, 
Info1mation 
provided in NDA 

Not reviewed, 
Info1mation 
provided in NDA 

Comments 

LOA: 
Jan 26, 2016 

LOA: 
Jan 5, 2018 

LOA: 
Jan 5, 2018 

Type III Active Not reviewed, 
Info1mation 
provided in NDA 

LOA: 
July 7, 2016 

B. Oher ocuments: , or sister avv icationst D IND RLD ' 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

IND 25512 
Metoclopramide (bf<4Jfor treatment of 
diabetic gastroparesis from Evoke 
Pharma. Active since June 6, 2002 

2. CONSUL TS: 


DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics NIA 
Phannacology/Toxicology NIA 
CDRH Complete Recommended for NOT APPROVAL for 

llie proposed indication 
eb 7, 2019 LJr. Jacqueline Gertz 

K;DRHJODE/DAGRID/ 
KJHDB 

Clinical NIA 
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QUALITY ASSESSMENT 

Executive Summary 


I. Recommendations and Conclusion on Approvability 

The applicant has not provided sufficient CMC info1mation to assure the 
identity, strength, purity, and quality of the diug product in te1ms of pump 
perfo1mance of this combination diug product. 

The Office of Process and Facilities (OPF) has made a final overall "Approval" 
recommendation for the facilities involved in this application. 

The claim for the Categorical Exclusion for the Environmental Assessment 
is granted. 

The labeling discussions are precluded from this review cycle. 

Therefore, from the OPQ perspective, this NDA is not recommended for approval 
per CFR 314.125(b)(l ) and CFR 314.125(b)(6), until above mentioned issues are 
satisfactorily resolved. (see the List of Deficiencies) 

II. 	Summary of Quality Assessments 

A. 	 Product Overview 

Metoclopramide is an antiemetic dopamine-2 receptor antagonist. 


The reference listed diug, Reglan tablets, was approved in December 1980 (NDA 
017854) from ANI Pharmaceuticals Inc., MN for gastroesophageal reflux and 
diabetic gastroparesis in adults. 

Proposed Indication(s) including 
Intended Patient Population 

Duration of T1·eatment 

Maximum Daily Dose 

Alternative Methods of Administration 

Metoclopramide nasal spray is indicated for the relief of 
symptoms in adult women with acute and recuffent diabetic 
gastroparesis. 
Acute and Rectment Diabetic Gastro12aresis 
Administer 15 mg, 30 minutes before each meal and at bedtime 
(maximum of60 mg per day) for 2 tor~weeks . 
60 mg per day 

NIA 
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QUALITY ASSESSMENT 

B. Quality Assessment Overview 

Drug Substance: 

The active ingredient, metoclopramide hydrochloride, is a white to almost white, 

c1ystalline powder. It is freely soluble in water and ethanol. However, it's solubility 

varies with pH. According to the manufacturer, there are no known polymo1phs of 

the dmg substance. 


Metoclopramide hydrochloride is manufactured by (bf<4J. The 

detailed CMC information regarding manufacture, purification, analytical methods, 

sbucture elucidation and stability is provided in DMF (b)(

41from the manufacturer. 

A letter of authorization dated Januaiy 26, 2016 from the manufacturer was 

included in the DMF. The DMF was last reviewed by Dr. Donglei Yu, October 11, 

2018 and was deemed adequate. 


Its chemical name is 4-amino-5-chloro-N-[2-(diethylamino)ethyl]-2-methoxy 

benzamide monohydrochloride monohydrate. The moleculai· fo1mula is 

C14H22ClN302•HCl•H20. Its molecular weight is 354.3. The sbuctural fo1mula is: 


The applicant has provided Certificate of Analyses (COA) ofmultiple batches of 
the dmg substance used in the clinical studies as well as registration stability 
testing. 

The identity, purity and quality of the diug substance, metoclopramide 
h di·ochloride is controlled b (bH

4
l 

(bJ<
41fhe di11g substance 

specification complies with (bH
4i-m oc- ____ - - hydi-oc-hloride monograph. The - et__ lopranu· de - - ­

diug substance specification is deemed adequate per diug substance reviewer, Dr. 
Maiiin Haber. (See the Drug Substance review) 

(ll) (~l
The API is manufactured by , and the Office ofProcess and 

Facilities (OPF) has made an "Adequate" recommendation for the diug 

substance manufacturing and testing facility. (See the Facilities review) 


Drug Product: 

Metoclopramide nasal pump 15 mg_per actuation is supplied as 10 mL metered 


l\41 1 . . spray pump. The aqueous so ubon contams 
lllH

4 
> ofmetoclopramide hydi·ochloride monohydi·ate n41 

as well as the following inactive ingredients: cib'ic 
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acid monoh ch·ate and sodium citrate dih ch·ate <bJ<
41

, benzalkonium 
(bJ<4I d d' d' d'h _,_ (bfchloride , e etate 1so 1um 1 yw·ate <4J 

4 4 _____ <b><.....> and punfied water (b>< . Each pump actuation delivers 15 mg 
of metoclopramide in 70 µL of solution as a nasal spray. 


The ch11g product is manufactured ~ (bJ<
41 

. The 

(bJ<4I

manufacturinR,orocess consists of:J 
(b)(4J 

_______________.....<bl <
41 Tue selection of manufacturing process, 

in-process controls, chug product release tests, and the executed batch records 
were deemed satisfacto1y. The whole chug product manufacturing process was 
reviewed and deemed adequate. (See Process review) 

Microbiology sections containing antimicrobial effectiveness testing, overall 
41C nmanufacturing operation, microbial limit test method and method 

validation, in-use stability and stability of the chug product were reviewed and 
deemed adequate. (See Microbiology review) 

The overall control strategy for the ch11g_product to ensure the identity-i strength, 
. d l' b d I ll4 lpunty an qua 1ty was ase OIJ , ,..,,,..) 

n addition to USP methods, the applicant also developed and 
mstituted non-compendia! in-house analytical methods which were validated. 

In addition to controlling the ch11g product, the pump perfo1mance such as 
ch·oplet size distribution, spray pattern, spray content unifo1mity and pump 
delive1y were also controlled in the ch11g product specification. These pump 
attributes are critical for consistent dose delive1y by the metered pump to assure 
the safety and efficacy. The chug product reviewer concluded that limited data 
provided for these attributes were not adequate for assuring a consistent dose 
delive1y. which may have compromised efficacy of the ch11g product, 
paiiicularly when excessively wide inter and intra subject variability were 
observed in the phaimacokinetic data (although, it is not defmitive at this time 
whether or not the pump perfo1mance contributes to the observed vai·iability in 
the pK data). 

Overall, the CMC info1mation submitted in this application is deemed 
inadequate for assuring the statuto1y requirements for the ch11g product and, 
therefore, a recommendation ofnot approval of this NDA is made from the chug 
product perspective. (see Drug Product review) 
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Device: 
Since this proposed diug is a combination diug product, CDRH was consulted 
for further evaluation on the perfo1mance of the metered pump. 

The CDRH assessed: 1) the metered pump perfo1mance; 2) biocompatibility 
between the patient and pump components; and 3) release specification for the 
device constituents; and concluded that the pump perfo1mance requirements are 
not adequately met in te1ms of controlling di·oplet size distribution and pump 
actuation force; and therefore, not approval recommendation was made from the 
CDRH perspective. (see CDRH Consult memo) 

Facility: 
The Office of Process and Facilities (OPF) has made an "Adequate" 
recommendation for the di·ug product manufacturing and testing facilities. (See the 
Facility review) 

Environmental Assessment: 
Evoke Pha1ma, Inc. claimed a categorical exclusion from the requirement to prepare 
an Environmental Assessment under 21 CFR 25.31 (b) as the amount of waste to be 
generated is expected to be small and no extraordina1y circumstances exist. The 
claim was supported by an EIC estimate of' (bl\

41(less than 1 ppb) based on a 
peak sale for the next 5 years of <bf<4J per year. The claim of a categorical 
exclusion from the requirements of an environmental assessment (EA) in 
accordance with 21 CFR Paii 25.31 (b) was deemed acceptable. (See the Drug 
Product review) 

Labeling: 

The labeling discussions are precluded from this review cycle 


C. Lifecycle Management Consideration (NDA only) 

Drug Substance: 
• 	 Dmg substance confo1ms to the cunent USP monograph for metoclopramide 

hydi·ochloride. 

Drug Product: 
• 	 Upon resubmission, ALL proposed tests and acceptance criteria including the 

di·oplet sizes and other essential perf01mance characteristics for the commercial 
product specification should be suppo1ied by 3 batches of diug product using 
the selected commercial fo1mulation (including strength of the product) and the 
commercial device. 

D. Special Product Quality Labeling Recommendations (NDA only) 
None 
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E. Final Risk Assessment (see the Attachment) 

III. List of Deficiencies: 

Complete Response Deficiency: 

The specification for the chug product is inadequate as insufficient evidence has 
been provided to ensure the combination product quality control and essential 
perfonnance characteristics of the device do not contribute to the observed 
clinical variability and lack of efficacy. Specifically, the method and acceptance 
criterion for ch·oplet size distribution are not deemed robust enough to guarantee 
consistent delive1y of the ch11g to the patient with each actuation. The variability 
of the proposed acceptance criterion and the significant differences between the 
mean ch·oplet sizes for the 14 mg per actuation, 15 mg per actuation and 17 mg 
per actuation strengths are not justified paiiicularly given the observed variability 
of pK data . 

Recommendation to Address the Deficiency: 

Upon resubmission, all proposed tests and acceptance criteria including the 
ch·oplet sizes and other essential perfo1mance characteristics for the commercial 
product specification should be suppo1ied by 3 batches of chug product using the 
selected commercial foimulation (including strength of the product) and the 
commercial device. 

Additional Comments: 
The following comments ai·e not approvability issues but should be addressed in 
the Resubmission. 
• 	 We recommend that actuation force be considered an essential peif01mance 

requirement and to include a test and acceptance criterion for actuation force 
for the to-be-mai·keted combination product in the product release and 
stability specification. You should include verification and validation data 
to suppo1i that specification and describe why this force is appropriate for 
the intended user population. Alternatively, provide a rationale for why you 
do not consider actuation force an essential perfo1mance requirement for the 
device constituent and how you will control the product to assure this 
essential perfo1mance will be consistently achieved. 

• 	 You provided a specification for the lowest allowable cap removal force, but 
without the highest allowable cap removal force. This info1mation is 
recommended to demonstrate that the cap will not be too difficult for the 
user to remove. We recommend the upper cap removal force specification 
be defined. 

• 	 A shelf-life of i:~ months is not suppo1ied. 
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Given the Complete Response is significantly related to efficacy, a 
refo1m ulation, change in strength, or change in device may be anticipated 
upon resubmission of the application. In conjunction with the above 
info1mation regarding specification, upon resubmission, the proposed shelf 
life should be supported by 3 batches of the diug product using the selected 
commercial fo1mulation (including strength of the product) and the proposed 
commercial device. 

• 	 It is deemed premature to agree to a reduced repo1i ing catego1y for an 
additional facility for release and stability testing as proposed in your 
comparability protocol. 

Application Technical Lead Name and Date: 

H•t h N Digitally signed by Hltesh N. 
Shroff-S I 	eS • ON: c=US, 0=U.S. Government, Hitesh Shroff, Ph.D. 
OU=HHS, OU= FDA, OU=People, 

Application Technical Lead, Branch V Shraff S 0.9.2342.19200300.100.1.1=2000 
- 348333, cn=Hltesh N. Shroff -S Division ofNew Dmg Products II 

Date: 2019.02.25 20:22:07 -05'00' 
Febmaiy 25, 2019 

47 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page 
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MICROBIOLOGY 

IQA Review Guide Reference 

Product Background: 

NDA: 209388 

Drug Product Name I Strength: Gimoti™ (metoclopramide nasal spray)/15 mg 

Route of Administration: Nasal 

Applicant Name: Evoke Pha1ma Inc. 
420 Stevens Avenue, Suite 370, Solama Beach, CA 92075 

(b)(4) 

Manufacturing Site: 

Method of Sterilization: N/ A; the diug product is non-sterile 

Review Recommendation: Adequate 

Theme (ANDA only): NIA 

Justification (ANDA only): NIA 

Review Summary: 

List Submissions Being Reviewed: 6/1/2018, 12/14/2018 

Highlight Key Outstanding Issues from Last Cycle: An IR dated 11/30/2018 to 
address minor deficiencies was conveyed to the applicant following Product 
Quality Microbiolo2)' review. The information provided in the amendment dated 
12/14/2018 in response to the IR is incorporated in the review. 

Remarks: N/ A 

Concise Description Outstandin2 Issues Remainin2: None 

Supporting Documents: N/A 

List Number of Comparability Protocols (ANDA only): N/A 

OPQ-XOPQ-TEM-0001 v05 Page 1 of1 2 Effective Date: October 15, 2017 
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S Drug Substance 
Reviewer's Assessment: Adequate 

The drug product is non-sterile. Therefore, microbiology review will not be 

conducted for drug substance. 


P.1 Description of the Composition of the Drug Product 
(bJ<4I 

• Description of drug product - aqueous 
--~~~~~~~~~~--solution, multi-dose 

• Drug product composition ­

Component 

Metoclopramide 
hvdrochloridl i-

(b)(4) 

Citric acid monohydrate 

Sodium citrate dihydrate 

Benzalkonium chloride 

I (bl\4! 

Sorbitol l ~H4J--
Edetate disodium dihydrate 

Purified water 

Amount Amount Amount per Function Quality 
per bottle 70 pl standa1·d 
(mg) 

per ml 
(mg) actuation 

(m2)
(b)(4 

17.73 API• USP/EP 

(bJ<4l USP/EP 

USP/EP 


NF 


USP 

USP/EP 

USP/EP 

a: Equivalent to 15 mg metoclopranude base per 70 µl actuation. 
(bf(4J 

• Description of container closure system - The diug product is contained in a 10 
(bf(4Jml Type I amber glass bottle and mounted with a snap-on metered 

nasal spray pump with a protective cap and safety clip. 

Description of primary packaging components 
Manufactu1·erCom onent Descri tion 

(b)(4Glass bottle 10 ml Type 1 (bl\41 

amber glass b...,"'' - __.!
ottle _ 

Nasal spray 
pump 

Reviewer's Assessment: Adequate 
9 Page(s) tias oeen Wittitiela in Full as !'A (CCI/TS) immeaiately following ttiis page 

OPQ-XOPQ-TEM-0001 v05 Page 2of1 2 Effective Date: October 15, 2017 
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Primary Microbiology Reviewer Name and Date: 

Jianli Xue, Ph.D. 
Microbiologist 
CDER/OPQ/OPF/DMA 
1212112018 

Secondary Reviewer Name and Date (and Secondary Summary, as needed): 

Neal J. Sweeney, Ph.D. 
Microbiologist 
CDER/OPQ/OPF/DMA 
1212112018 

OPQ-XOPQ-TEM-0001 v05 Page 12of12 Effective Date: October 15, 2017 
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ATTACHMENT I: Final Risk Assessments 

A. 	Final Risk Assessment - NDA 209388 

a) Dmg Product: Metoclopramide Nasal Spaiy, 15 mg per actuation 

From Initial Risk Identification 

Attribute/ 

C QA 


Assay 

pH 

Factors that can 
imp act the C QA 

Fonnulation, 
Process Parameters 

API Solubility, 
particle size 

Initial 

Risk 


Ranking 


M 

M 

Review Assessment 

Lifecycle 
Risk Mitigation Approach Final Risk E valuation Considerations/ 

C omments 
(b)(4) 

The dose strength of the None 
drug 
product is 
expected to be 
within the specification 
during the entire 
shelf life from 
product quality 
perspective. 

None 

The pH of the drug None 
product is expected to 
remain within acceptable 
range during the shelf life 
of the product as 
demonstrated by the 
stability testing. 

None 

Bio burden 

Pump 
Performance 

Fonnulation,Manufa 
cturing environment 
and processes 

Pump performance 
parameters such as 
droplet size 
distribution, spary 
content unifonnity, 
pump delivery and 
spary pattern. 

M 

M 

Bioburden is controlled None 
in the drug product at 
release and stability. 

Low 

(b) <4> The API must 

conform to the USP 
monograph. 

Sufficent information on Upon any change of 
droplet size distribution pump, all pump 
for to-be marketed performance 
product was not provided. particularly for the 

droplet sizes and 
Thus consistent product actuation 
delivery could not be performance must be 
assured which may affect be carefully 
safety and efficacy. evaluated with 

CDRH consult. 
Hiszh 
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OFFICE OF DEVICE EVALUATION 
DIVISION OF ANESTHESIOLOGY, GENERAL HOSPITAL, 
RESPIRATORY, INFECTION CONTROL, AND DENTAL DEVICES 

GENERAL HOSPITAL DEVICES BRANCH 
INTERCENTER CONSULT MEMORANDUM 

Date 

To 

Requesting Division 
From 

Through 
(Team Lead) 

Through 
(Branch Chief) 

Subject 

Recommendation 

Febma1y 7, 2019 

Maureen Dewey 
Maureen.Dewey@fda.hhs.gov 
OMPT/CDER/OND/ODEIII/DGIEP 
301-796-0845 
DGIEP 

Jacqueline Geitz 
CDRH/ODE/DAGRID/GHDB 

Sarah Mollo, Injection Team Lead 
CDRH/ODE/DAGRID/GHDB 

CDR Alan Stevens 
CDRH/ODE/DAGRID/GHDB 

Consult for Submission # NDA209388 - Gimoti 
!CCR 2018-03099 
ICC 1800512 
Device Constituent Patt s of the Combination Product ai·e Not Approvable - See Section 

13 for Outstanding Deficiencies 

Digital Signature Concurrence Table 

Reviewer 

Team Leader/Branch Chief 



ICC1800512 
NDA209388, Gimoti, Nasal Spray 
Evoke 

1. Submission Overview 

SharePoint Link 
ICC tracking# 
Lead 1800512 

Submission 
Number 

Use 
Device 
Constituent 

Related Files 

NDA 209388 
Evoke 

Gimoti 

Diabetic 

Nasal S ra 

NIA 

Table 2. Review Team 
CDER/CBER Lead Review Division DGIEP 
Submission RPM Maureen Dewey 
Lead Device Reviewer Jacaueline Gertz 
The CDRH review is being managed under ICC #: ICC 1800512 

Below is a list of the Discipline Specific ICCR#, ICC# and CON#. 

Discipline 
Specific 
Consults 

Reviewer Name 
(Center/Office/Division/Branch) ICCR # ICC# CON# 

Compliance Susannah Gilbert 2018-03120 1800512 1815607 

Interim Due Dates 

Filin 

Meetin Date Due Date 
Jul 20, 2018 

November 1, 2018 
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NDA209388, Gimoti, Nasal Spray 
Evoke 
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2. PURPOSE/BACKGROUND 
2.1. Scope 
Evoke Pharma is requesting approval of the Gimoti  Nasal Spray.  The device constituent of the combination product is 

a nasal spray. 
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ICC1800512 
NDA209388, Gimoti, Nasal Spray 
Evoke 
CDER has requested the following consult for review of the device constituent of the combination product on 
6/19/2018: 

Review the device constituents of the combination product and pre-market facilities inspection. 

The goal of this memo is to provide a recommendation of the approvability of the device constituent of the combination 
product.  This review will cover the following review areas: 
• Device performance 
• Biocompatibility of the patient contacting components 
• Release Specifications for the device constituent 

This review will not cover the following review areas: 
• Compatibility of the drug with the device materials 
• Human Factors 
• Sterility of the device constituent if applicable 

The original review division will be responsible for the decision regarding the overall safety and effectiveness for 
approvability of the combination product. 

2.2. Prior Interactions 

CDRH has not interacted previously regarding this NDA. 

2.3. Indications for Use 

Combination Product Indications for Use 

Gimoti Acute and recurrent diabetic gastroparesis in adult women 

Nasal Spray Drug delivery 

3. ADMINISTRATIVE 
3.1. Documents Reviewed 

Document Title Date - Version Location 

32p24-container-closure­
system.pdf 

3.2.p.2.4 

specifications-1.pdf 3.2.p.5.1 
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Evoke 

description-and­
composition.pdf 

3.2.p.1 

container-closure­
system-1 .pdf 

3.2.p.7 

container-closure­
system-4. pdf 

3.2.p.7 

Quality info1mation 
amendment - response to 
IR 

009/ 1. 11.1 

4. DEVICE DESCRIPTION AND PERFORMANCE REQUIREMENTS 
The following info1mation is located in 3.2.p.2.4 container closure system: 

Gimoti is intended for the reliefofsymptoms in adult women with acute and recurrent diabetic gastroparesis. 
The recommended Gimoti dose for the treatment of acute and recurrent diabetic gastroparesis is 15 mg 4 times 
daily 30 minutes before each meal and at bedtime. Gimoti is not recommended for use in adult men with acute 
and recurrent diabetic gastroparesis as benefit in this population has not been demonstrated. 

The container closure system for Gimoti (metoclopramide nasal spray) comprises a JO mL Type I amber glass 
bottle closed with an (bJ<

4 r nasal spray pump. This standard configuration was used throughout the 
developmentprogram and"WiTl also be used f or commercial product. 

Information on the commercial container closure system is summarized in Table 1 below. 

T able 1: Commer cial P r imar y Packaging Configura tion 

Component 

Container 

Spray ptunp 

Des CI"iption 
10 mL glass rolUld 
ambe <b> <4j 

l\1anufac turer I Pr oduct Code I DMF # 
Ml4 

\0)\4 

DMF = Drng Master File 

The (b><
4 j nasal spray pump, a commercially available unit, is an easy-to-use delive1y system that provides a 

repro""iliiable 70 pL dose (as demonstrated by pump delivery as part ofroutine product release testing) and is 
small enough to cany around in a pocket orpurse. The 10 mL bottle volume enables a 4-week supply ofdrug to 

. (b)(4l (b)(4f
be filled and the Type I [ amber glass 

(bl < 
4 
>shelf-life of3 years at 

--~--....-.~~~~~~~~~~~~~~~~~~~~~~~~~~----
controlled room temperature. 

The image is located in 3.2.p. 7 document titled container-closure-system-4.pdf 
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(b) (4)

Steps for using the device – information from instructions-for-use.pdf in 1.1.4 
1st time 

1. Remove the cap 
2. Remove the safety clip 
3. Prime the pump with 10 pumps (1st time only) 
4. Place the spray nozzle under one nostril tip 
5. Aim the tip slightly away from the center of your nose, lean forward slightly 
6. Close the other nostril with your other index finger 
7. Press down on the finger flange while breathing in gently 
8. Remove nozzle from nostril 
9. Wipe nozzle with a clean tissue 
10. Replace protective cap 
11. Replace the safety clip 

Device Characteristic Description / Specification 
Nasal Spray Name with spray actuator and safety clip (b) (4)

Page 6 of 27 



 
    

 

   

  
  

 

  

  

   

(b) (4)

ICC1800512 
NDA209388, Gimoti, Nasal Spray 
Evoke 

Priming Dose / Volume 10 sprays 
Container Fill Volume 
Pump Delivery (Spray Weight) 

Spray Pattern and Plume Geometry Shape 

Spray Content Uniformity (SCU) 

Droplet / Particle Size Distribution 

10mL 
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Insertion Site / Depth 
Achievable Flow Rates* N/A 
Audible / Visual Feedback N/A 
Cap Removal Force kg; measured spec averages kg. there is no max cap removal 

force spec. 

Deficiency: You provided a specification for the lowest allowable 
cap removal force. You have not provided a specification for the 
highest allowable cap removal force. This information is 
recommended to demonstrate that the cap will not be too difficult 
for the user to remove. We recommend the upper cap removal 
force specification be defined. 

Actuation Force Human factors study with to-be-marketed product. 
Specification not provided. Specification cannot be verified/validated 
by HF study if a spec isn’t provided 

Deficiency: We recommend that actuation force be considered an 
essential performance requirement. A specification for this 
requirement was not defined in the submission, and verification 
and validation data were not provided for the specification. 
Therefore, we recommend that you provide a specification for 
actuation force for the to be marketed form of the combination 
product along with verification and validation data to support that 
specification. Please describe why this force is appropriate for the 
intended user population. Alternatively, provide a rationale for 
why you do not consider actuation force an essential performance 
requirement for the device constituent. 

Reliability (e.g. Emergency-Use Products 
~99.99% Reliability) 

N/A 

Visibility of Medication Container* Yes, bottle is amber 
Last Dose Specifications and Safety Features* Safety features: Safety clip, cap 

Last dose testing: Actuated 3 units times to simulate initial prime 
and full course of administration. Doses were within SCU spec until 
between actuation . Droplet size distribution gets variable 
around sprays. 
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Fill volume/weight is appropriate for the intended number of doses. 

Type of Use (e.g. single use, disposable, Use for repeated doses from the same vial 
reusable, other) 

Intended user (e.g., self-administration, Self-administration 
professional use, user characteristics and I or 
disease state that impact device use) 

Mechanism ofAction (e.g., manual piston, ~ 
spring, gas, etc.) 

(llf<4I Method ofActuation (e.g. compress plunger, I 	 l 
force against skin, button activated, etc.) 

Automated Functions NIA 
Dmg Container Type Amber bottle 

Dose Units of Measure (e.g., mL, Units, mg, Mg 
increments, etc.) 

Environments ofUse Not professional setting-home, restaurant, car, etc. 

Storage Conditions and Date ofExpiry 3 years at controlled room temperature 

Graduation Marks I Fill Lines* NIA 
Preparation and administration ( desc1ibe all Prime with I 0 sprays before first use 
that are applicable) 

Wrum to room temp p1ior to injection • 
• 	 Assembling components 

• 	 P1ime steps 

• 	 Setting dose 

Skin prepru·ation steps (e.g., pinch skin, 
• 
inject through clothing, etc.) 

• Etc . 
Electronics I Data transmission NIA 

• 	 Display 

• 	 Control functions 

• 	 Data transmission technology 

Data being transfened
• (ll) (~} 

Material Composition I 1 
*Typically rese1ved for multi-use nasal sprays 

5. FILING REVIEW 

CDRH pe1formed Filing Review 1:8:1 

CDRH was not consulted prior to the Filing Date; therefore CDRH did not pe1fo1m a Filing Review D 

Table 4· Desi!ID Contrnl Doclllllentation Check 

Design Control Requirement 
Signed/Dated 

Document Present 
Submission Location 
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Design Requirements Specifications 
included in the NDA I BLA by the 
Combination Product Developer 
Design Ve1ification Data included in 
the NDA I BLA or adequately cross-
referenced to a master file . 
Risk Analysis supplied in the NDA I 
BLA by the Combination Product 
Developer 
Validation Data 

• Human factors 
• Clinical data 

Traceability Documentation 

Yes 

x 

x 

x 

x 

x 

x 

No 

Container-closure-system-I 

Container-closure-system-I 

Container-closure-system-I 

Container-closure-system-I 

Design histo1y file 

Description ofDevice Constituent 
Essential Perfo1mance Requirements 

Filing Review Checklist 

Description 

Manufacturing Controls* (e.g. release specifications, incoming inspection, in-process 
controls, etc.) 

*Manufacturing Controls should provide confhmation that the attributes of the co-packaged 
syringe consistently meet the device requirements (e.g. dose accuracy, break loose I glide 
force, compatibilitv with tip cap). 
Letters of Authorization 
Pe1fo1mance Data Check Pump Delive1y (Spray Weight) 

Actuation Force 
Spray Pattern and Plume Geometiy Shape 
Spray Content Unifo1mity (SCU) 
Biocompatibilitv 
Droplet I Pait icle Size Distiibution 
Shelf Life, Aging and Transpo1tation 
Ste1ility and/or cleaning/disinfection instrnctions 

Full Test Repo1ts for Perfo1mance Testing 
Device Constituent Labeling 

Yes 
x 

x 

x 

x 

x 

x 

x 

x 

x 

x 

x 

x 

Present 
No NIA 

x 

x 

R eviewers comments: 


The device paii of the NDA is fileable. 


6. DESIGN CONTROL REVIEW 
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6.1. Design Review Summary 
The design inputs (requirements) and outputs of the combination product have been established. These are 
tabulated in Table 6. The inputs are predicated on patient needs as summarized above for the key aspects of the 
device constituent of the combination product. As part of this assessment, the Human Factors Evaluation (HFE) 
for the combination product was also reviewed (Gimoti Human Factors Assessment Report is detailed in 
Module 5.3.5.4). The design inputs and outputs adequately cover all the risks identified in the HFE (per FDA 
correspondence dated 03FEB2017). 

6.1.1. Design Control Documentation Check 

Design Control Requirement* 

Signed/Dated 
Document 

Present Submission Location 

Yes No 
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Design Requirements Specifications 
included in the NDA / BLA by the 
Combination Product Developer 

x Container closure system 1 

Design Verification Data included 
in the NDA / BLA or adequately 
cross-referenced to a master file. 

x 3.2.p.2.4 

Risk Analysis supplied in the NDA 
/ BLA by the Combination Product 
Developer 

x 3.2.p.2.3 

Validation Data x 5.3.5.4 – Gimoti human factors assessment report 

• Human factors 
• Clinical data 

x 

Traceability Documentation x Container closure system 1 

7. DESIGN VERIFICATION AND VALIDATION REVIEW 
7.1. Summary of Design V&V Attributes 

Design Verification / Validation Attributes Yes No N/A 

Validation of essential requirements covered by clinical and human 
factors testing 

x 

To-be-marketed device was used in the pivotal clinical trial? x 

Selectable dose range on device matches the labeled dose range for the 
medication? 

x 

Verification methods relevant to specific use conditions as described in 
design documents and labeling 

x 

Device reliability is acceptable to support the indications for use (i.e. 
emergency use combination product may require separate reliability 
study) 

x 

Traceability demonstrated for specifications to performance data x 

Adherence to FDA Guidance: Nasal Spray and Inhalation Solution, 
Suspension, and Spray Drug Products — Chemistry, Manufacturing, and 
Controls Documentation 

x 

Adherence to FDA Guidance: Technical Considerations for Pen, Jet, and 
Related Injectors Intended for Use with Drugs and Biological Products 
(For nasal sprays that act as jet injectors or have ‘dial-a-dose’ 

X 

Page 12 of 27 



 
    

 

  

 

   
   

 
 

  
     
        

 
 

      

         
 
 

  

    

         

 
 

 
  

    

             
             

             
 

 
    

 
 
 
 
 
 
 

 

    
  

   

    
 

   

    
 

 

   

  
 

  

   

 
  

 

   

 

 

   

     

ICC1800512 
NDA209388, Gimoti, Nasal Spray 
Evoke 
capabilities) 

Stability and simulated shipping / transport data adequately verifies 
device will meet essential performance requirements at expiry 

x 

Discipline -Specific Design Verification / Validation adequately addressed* 
Consult needed Consultant Attributes Acceptable 

Yes No N/A Yes No 
Engineering (Materials, Mechanical, 
General) 

x 

Biocompatibility x CDER will be 
reviewing all of 
the patient/fluid 
contacting 
components 

Sterility x CDER will be 
reviewing the 
sterility of the 
primary 
container 
closure. 

Software / Cybersecurity x 
Electrical Safety / EMC x 
Human Factors x 
*Other discipline specific consults may be necessary based on product characteristics 

Standards / Guidance Conformance YES NO N/A 

Adherence to FDA Guidance 

Infusion Pumps Total Product Life Cycle – Guidance for 
Industry and FDA Staff (2014) 

X 

Guidance for Industry and FDA Staff – Medical Devices with 
Sharps Injury Prevention Features (2005) 

X 

Guidance for Industry and FDA Staff – Intravascular 
Administration Sets Premarket Notification Submissions 
(2008) 

X 

Guidance for Industry and FDA Staff: Technical 
Considerations for Pen, Jet, and Related Injectors Intended 
for Use with Drugs and Biological Products (2013) 

X 

Guidance for Industry Nasal Spray and Inhalation Solution, 
Suspension, and Spray Drug Products — Chemistry, 
Manufacturing, and Controls Documentation (2002) 

x 

Guidance for Industry and FDA Staff: Current Good 
Manufacturing Practice Requirements for Combination 
Products (2017) 

X 

Mobile Medical Applications Guidance for Industry and X 
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Food and Drug Administration Staff (2015) 
*This table does NOT include discipline specific Guidance / Standards that may be applicable to the review 

7.2. Design Validation Review 

Design Validation Attributes Yes No N/A 
Phase I/II/III Study utilized the to-be-marketed device X 
Bioequivalence Study utilized to-be-marketed device X 
Simulated Actual Use Study utilized to-be-marketed device x 

7.3. Design Verification Review 

Essential 
Performance 
Requirement 

Specification Verificat 
ion 

Validation Aging / 
Stability 

(Y/N) 

Shipping/ 
Transportation 

(Y/N) 

Lot Release 
Testing (Y/N) 

Pump 
Delivery 
(Spray 
Weight) 

Y Y Y Y Y 

Residual 
Volume 

y y y N Y 

Spray Pattern 
and Plume 
Geometry 
Shape 

Y Y Y Y Y 

Spray Content 
Uniformity 
(SCU) 

Y Y Y Y Y 

Droplet / 
Particle Size 
Distribution 

Y Y Y Y Y 
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Inse1t ion 
Depth 

Actuation 
No spec provided 

force 

(D)\4j y 

Stability summary 

From stability data-1 in 3.2.p.8.3: 


Table 2: Summary ofFill Volumes Usecl Th1·ougllout Development 

y N N N 

N N N N N 

I 


Dose Strength Drug ContenJ,~41 Dose Volume I Fill Volume <brl41
lOmg 50 ~tL 

14mg 70 ~tL I 
15mg 70 ~tL I 
16mg 70 ~tL I 
17mg 70 ~tL I

(b)(4) 

I 

Essential Specification 

Performance 

R equir ement 


(b)(4) 
Pump Delive1y 
(Spray Weight) 

Product concentration, time 
points 

Passed? 

3 batches (bJ<41mg/mL, lOmg with 36 

months at real time and 6 months 
accelerated ageing. 

'(b)(4l
3 batches of mg/mL, l 4mg dose 
with 36 months at real time and 6 

months accelerated 

y 

3 batches (bJ<41mg/mL, IOmg with 36 

months at real time and 6 months 
accelerated ageing. 

3 batches ofj(bll4j mg/mL, 17mg 
dose with 9 months at real time and 

6 months accelerated 

1 batch of~bJ <4I mg/mL, 15 mg dose, 

completed 6 months accelerated and 
real time. 
3 batches of(bl <41mg/mL, l 4mg dose 

with 36 months at real time and 6 

months accelerated 

yResidual Volume 
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3 batches (bll4)mg/mL, lOmg with 36 
months at real time and 6 months 
accelerated ageing. 

3 batches o( (b> < 
4

l mg/mL, 17mg 
dose with 9 months at real time and 
6 months accelerated 

1 batch of~bJ < 
4r mg/mL, 15 mg dose, 

completed 6 months real time only. 

Spray Pattern and 
Plume Geometry 
Shape 

(b)(4f 3 batches of(b>141mg/mL, 14mg dose 
with 36 months at real time and 6 
months accelerated 

y 

3 batches (b)(-4)mg/mL, lOmg with 36 
months at real time and 6 months 
accelerated ageing. 

3 batches ofi(b>14j mg/mL, 17mg 
dose with 9 months at real time and 
6 months accelerated 

Spray Content 
Unifonnity (SCU) 

1 batch oft11>>14lmg/mL, 15 mg dose, 
completed 6 months real time only. 
3 batches of(b>141mg/mL, 14mg dose 
with 36 months at real time and 6 
months accelerated 

y 

(b)(4f 

3 batches (b)(-4)mg/mL, lOmg with 36 
months at real time and 6 months 
accelerated ageing. 

3 batches of < 
6><41mg/mL, 17mg 

dose with 9 months at real time and 
6 months accelerated 

1 batch of~bJ < 
4r mg/mL, 15 mg dose, 

completed 6 months real time only. 
t-D_ro_p_l_et_/_P_a-1t-ic-le--r-0-9-d;::::::======.c~br-n~;:-r -t--::­3-;­b-'at=-­c:-­h­es- o---;;fFn4jmg/mL, l 4mg dose 

Size Distribution DSO with 36 months at real time and 6 
,_Q_!Q months accelerated 

(b)(4,~ 

3 batches[(bll4jmg/mL, lOmg with 36 

No 
Droplet size distribution did 
not pass for the "bJ<4rmg/mL or 
<bll41mg/mL fo1mulations. Only 
6 months of real time ageing 
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months at real time and 6 months 
accelerated ageing. 

3 batches of <6><41mg/mL, l 7mg 
dose with 9 months at real time and 
6 months accelerated 

1 batch of n41mg/mL, 15 mg dose, 
completed 6 months real time only. 

was provided for thet'.J 
mg/ml to be marketed fo1mula. 

Inse1t ion Depth l <bll4j mm Not assessed N - based on the iisk of the 
device, this won't be requrest 

Actuation force No spec provided Not assessed n 

Reviewer 's comments: 

Deficiency: The stability data included droplet size distribution, spray weight, spray content unifonnity, spray 

pattern, and weight lost. The data did not include actuation force. We recommend that you include stability data 

to demonstrate that the actuation force specifications are maintained over the shelf life of the product. 


Deficiency: The long-te1m stability data provided in the submission demonstrates that in several instances, the droplet size 

distribution is out ofspecification. Please conduct a root cause analysis and dete1mine the cause of the specification 

failure. Implement any mitigation measures necessaiy to ensure the device is consistently within specification for the 

entire shelflife of the product. Reconduct any testing necessa1y to suppo1t the changes including validation, stability, and 

t:ranspo1tation. 


From CDER: We previously agreed with the Applicant that we would consider the approach for folfilling stability

4 6 5requirements and registration batches Cb> <>· <> <f I think 

it may be best to put them on notice that we don't feel their crite1ion are suppo1ted/justified because of the limited data for 
the commercial strength <b><4>;\llll5! 

, still likely not appropriate, but a possible explanation). Then we can roll remaining 
inadequacies of the method and acceptance criterion/lack ofsuppo1t into the CR Letter (assuming it isn't efficacious nor 
Bioequivalent) and tell them in the CR letter they will need to justify new acceptance c1iterion for the proposed 

(b) (4), (b) (5!commercial strength and fo1mulation 
--~~~~~~~~~~~~~~~~~~~~~~~~~~~~-

- and to do that with three commercial batches through 12 months. 
Also, they have provided method validation for droplet size; the validation protocol and rep01t are in 3.2.P.5.3-16 and 
3.2.P.5.3-17 respectively (It was validated each time there was a strength change), so I am afraid if we just ask them that, 
they will just respond with a link to the repo1t again. 

(b)(4f Revised deficiencv: We acknowledge__v.:our proposed strate_gv of 
(bl\4! 
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_L .ci----------------M l 4j I' ' 
CR.ddidern:.v· We..acJmmNle_d1:r_e_youc.nronosed_sf:rategy o ----~'~u Ml4 . 
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7.3.1. Biocompatibility Review 

Biocompatibility Review Instructions 

From GSR section 1.2 cover letters, doc original application reviewers guide. 

FDA cleared device with the same materials from the same manufacturer and for similar intended use. 
Therefore, the patient-contacting materials are biocompatible during the intended use of this device. 
Additionally, CDER will be reviewing all fluid path components. 

8. DISCIPLINE SPECIFIC SUB-CONSULTED REVIEW 
8.1. CDRH Compliance 

Compliance email from Isabel Tejero, Lead consumer safety officer dated 7/25/2018: 


I'm triaging this consult. This is a nasal spray for reliefofsymptoms in adult women with acute and 

recurrent diabetic gastroparesis, and won 't need a compliance consult. I will complete the consult 

today . 

Isabel 

9. RISK ANALYSIS 
9.1. Risk Analysis Attributes 

Risk Analysis Attributes Yes No NIA 

Risk analysis conducted on the combination product x 
Hazards adequately identified (e.g. FMEA, FTA, post-market data, etc.) x 

Mitigations are adequate to reduce risk to health x 
Version histo1y demonstrates iisk management throughout design I development 
activities 

x 

9.2. 
 Summary of Risk Analysis 
~~~~~~~~~~~~~~____, 

Pumps Appearance 

scu 

Elemental 
Im m-ities 

Particulate 
Matter 

Microbial 
quality 

Spray Pattern 

Ifdamaged may impact integi-ity of container 
closure system 

L 

Pmup is the delivery system ofthe FP for 
con-ect dosing 

High elemental impm-ities may be a safety 
conce1n 

Presence ofparticulates could lead to presence 
in the finished product but content relatively 
low 

"Ptunp microbial quality is impacting the 
microbial quality ofthe fmished product. 
Nevertheless the mate1fal from the supplier has 
been used in several production without 
microbial issue detected linked to this matei-ial 

L 

L 

L 

M 

Pmup is the delivery system ofthe FP L 
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---------------t----------,,,·n4ir-· -------. 
DSD Pump is the delivery system ofthe FP L 

Reviewer's comments: 

All device related risks have been mitigated through control at receipt, stability testing, and release 

testing. 


IO.LABELING 
10.1. Device Labels 
The following information is located in 1.14-labeling/ draft/ carton and container ­

Carton: 

Vial: 

2 Page(s) of Draft [ al::>eling liave oeen Witliliela in Full as t54 (CCI/TS) immeaiately following Page 20 of 27 

this page 
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10.3. Warnings/Precautions/Contraindications 
No device related wamings/precautions/cont:raindications 

Reviewer Comment 
The labeling is acceptable 

11.DESIGN TRANSFER ACTIVITIES - RELEASE SPECIFICATION 
The following release specifications are included for the device constituent within eCTD Module 3.2.P.5.l ­
specification- 1: 

Table 1 Specification for Gimoti Nasal Spray 

Parameter 

Appearance A j 

Release Criteria 

<bJ <4l solution 

Packaging appearance 
10 cc amber glass bottle with <6mr nasal spray pump. No visible 
leakage or blemishes on container/closure. 

Identification: 
The retention time and the UV spectmm of the major peak in 
sample injection comply with that in reference standard injection. 

Potency assay1 I (bf(4~% ( <6><4~%w/v) oflabel claim 

Related substances 
Individual unspecified impmities ~ (bJ<41% 
Individual specified impurities ~E:J 
Total impurities ~[~~% 

Benzalkonium chloride 
content 

EDTA content 

I 

I 

(bf(4~% 1 

(bf<'II%j 

<6><4~%w/v) oflabel claim 

<bJ<~% w/v) oflabel claim 

Droplet size dist.Iibution 
D90 < µm: 
DSO < µm: 
DlO < µm: 
Span: r-(b><4J 

%~ µm : NMTE.'.j% 
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Spray content 
unifonnity 

(b)(4f 

(bJ<4I 

Pump delivery 

Spray pattern 

Specific gravity 

pH 5.5 ± 0.5 

Minimum fill Conforms to USP. Labeled amount 9.8 mL. 

Particulate matter 
2: ~~~ ~tm: NMT [ '.6 n41 per bottle 
2: mµm: NMT lb> < 

4j per bottle 
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Microbial limit test 
Total aerobic microbial count: NMT <b><4 

> cfu/mL 
Total combined yeasts/molds count: NMT[,lli cfu/mL 
Absence ofP. aen,{,ginosa (bl <4f 

Absence ofS. aureus (bl <4 
> 

Absence ofB. cepacia <b><4l 

cfu = colony-fonning unit; EDTA = ethylenediaminetet:raacetic acid; ICH =International Conference on 
Hrumonisation; LID/SID = longest/sho1test internal diruneter; NMT = not more than; USP = United States 
Pha1macopeia~ UV = ultraviolet; w/v = weight/volume 

(6)14l 

Reviewer's comments: 
The release specifications include: 

Spray pattern, pump deliver/dose accuracy/potency assay, spray content uniformity, droplet size 


distribution. All specifications are the same for release and for all the other testing. The release 

specifications do not include, actuation force. This should be included. 

Potency assay = spray weight/dose accuracy. 


Deficiency: Release criteria should include all the essential perfo1mance requirements for the combination 

product. The release criteria for this product includes testing of the spray content unifo1mity, pump delive1y, 

droplet size distribution, and spray pattern. Actuation force was not included and is considered an essential 

pe1fo1mance requirement. We recormnend that you update the release specifications to include actuation 

force. Alternatively, provide info1mation showing how you will control the product to assure this 

pe1fo1mance specification is consistently achieved. 


12.INTERACTIVE REVIEW 
12.1. Filing Information Requests 

The actuation pru·runeters ofspray pattern, droplet/pa1ticle size distiibution, and spray weight were all defined, ve1ified 

and validated in the submission. Discussion or testing of the actuation force for the spray pump could not be located in the 

submission. This info1mation is impo1tant to ensure the nasal spray pump is appropriate for the user population. Please 

provide actuation force testing for the to be marketed fo1m of the combination product. 


Sponsor's response received 9/6/2018: 


Referenced an FDA cleru·ed device with the same materials from the same manufacturer for a similru· intended use. 

Human factors study with to-be-mru·keted product. They did not provide an actuation force specification. 


12.2. 74-Day letter Information Requests 
Are there 74-Day Letter info1mation requests? D No D Yes 
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12.3. Mid-Cycle Information Requests 
(b)(4f 1. 	 We acknowledguour proposed strategy_Qfj 

(b)(4) 

2. 	 Provide updated stability data for all strengths. 

12.4. Interactive Review 
Are there other interactive review info1mation requests? D No D Yes 

13.COMPLETE RESPONSE DEFICIENCIES 

The following outstanding unresolved info1mation requests should be communicated to the Sponsor as part of the CR 
Letter: 

CDRH Info1mation Request 
(b)(4f 

1. 	 We acknowledge your proposed strntegy~ 
(6) (4) 

We recommend that you submit updated stability data to demonstrate that the to be marketed product 

will meet the specifications after stability testing. 

2. 	 We recommend that actuation force be considered an essential perfo1m ance requirement. A specification 
for this requirement was not defined in the submission, and verification and validation data were not 

provided for the specification. Therefore, we recommend that you provide a specification for actuation 

force for the to be marketed form of the combination product along with verification and validation data 
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to support that specification. Please describe why this force is appropriate for the intended user 
population. Alternatively, provide a rationale for why you do not consider actuation force an essential 
performance requirement for the device constituent. 

3.	 The stability data included droplet size distribution, spray weight, spray content uniformity, spray 
pattern, and weight lost. The data did not include actuation force. We recommend that you include 
stability data to demonstrate that the actuation force specifications are maintained over the shelf life of 
the product. 

4.	 Release criteria should include all of the essential performance requirements for the combination 
product. The release criteria for this product includes testing of the spray content uniformity, pump 
delivery, droplet size distribution, and spray pattern. Actuation force was not included and is considered 
an essential performance requirement. We recommend that you update the release specifications to 
include actuation force. Alternatively, provide information showing how you will control the product to 
assure this performance specification is consistently achieved. 

5.	 You provided a specification for the lowest allowable cap removal force. You have not provided a 
specification for the highest allowable cap removal force. This information is recommended to 
demonstrate that the cap will not be too difficult for the user to remove. We recommend the upper cap 
removal force specification be defined. 

14.RECOMMENDATION 
14.1. Recommendation to CDER 

CDRH is recommending that the device constituent of the combination product is not approvable for the proposed 
indication due to no provided actuation force specification, stability testing, or release criteria. Additionally, droplet size 
distribution specifications were not met in the stability testing.  See Section 13 for the deficiencies to include in the 
complete response letter. 
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	To: .Labeling Re\iew #1 of ~A209388 (Dated 21-:\'IA Y-2020) 
	Subject: .Final ApproYal Recommendation 
	Labeling Review #1 had noted the following pending issues with Sections 3. 11 and 16: 
	Section 3 
	(b){4l 
	• .
	• .
	• .
	Remove 

	• .
	• .
	Revise section for clarity as indicated above 


	Section 11 
	• .
	• .
	• .
	Remove (bl < > rom metoclopramide HCI 
	4 


	• .
	• .
	List ingredients in alphabetical order 

	• .
	• .
	Revise product description for clarity as indicated above 


	Sedion 16 
	• .Add dosage form 
	(b)(4)
	• .
	• .
	• .
	Remove 

	• .
	• .
	Revise storage conditions to read "Store at 20°C to 25°C (68°F to 77°F) excursions permitted 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature)." 

	• .
	• .
	Revise section for clarity as indicated above 


	On June 10. 2020 the above deficiencies were agreed to by the applicant and an updated .PI was submitted. Relevant updated sections of the PI is included as an Attachment .below. .
	OVERALL ASSESSME~TAND RECOMME1"DATI01": .l\"DA 209388 is now ncommended for approYal from the C:\1C labelinJ1, perspecth'e. .The Applieant pro,ided updated PrescribinJ1, Information on June 10, 2020 (see .Attachment 1). .
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	DIVISION OF DRUG DELIVERY, GENERAL HOSPITAL & HUMAN FACTORS .INTERCENTER CONSULT MEMORANDUM -STREAMLINED .
	DIVISION OF DRUG DELIVERY, GENERAL HOSPITAL & HUMAN FACTORS .INTERCENTER CONSULT MEMORANDUM -STREAMLINED .
	Date: To: Requesting Center/Office: From: Through (Team): Through (Division): *optional Subject: Recommendation: PMC 
	Date: To: Requesting Center/Office: From: Through (Team): Through (Division): *optional Subject: Recommendation: PMC 
	Date: To: Requesting Center/Office: From: Through (Team): Through (Division): *optional Subject: Recommendation: PMC 
	3/6/2020 Maureen Dewey CDER/OND IClinical Review Division: IDGIEP Shanly Chen OPEQ/OHT3/DHT3C Rumi Young, MS, Team Lead, Injection Team OPEQ/OHT3/DHT3C CPT Alan Stevens, Assistant Director OPEO/OHT3/DHT3C Consult for Submission: Product device engineering consult for NDA 209388 class 2 Resubmission Device Constituents Pa1ts of the Combination Product are Approvable 1. To update the control strategy to include actuation force for the nasal spray in order to ensure that the product can be used by the target p


	Digital Signature Concurrence Table 
	Division 
	Reviewer 
	Team Lead (TL) 
	(optional) 
	ICC# 2000053 Application# NDA 209388, Gimoti, Nasal Spray Sponsor: Evoke Phruma 
	1. 
	1. 
	1. 
	SUBMISSION OVERVIEW 

	2. 
	2. 
	CDRH REVIEW .


	Table 1. Submission Information 
	Table 1. Submission Information 
	Table 1. Submission Information 

	Consult Identification # 
	Consult Identification # 
	00015233 

	Consult Request Link 
	Consult Request Link 
	httQs:LLforce-dsc. I ightn in g.force. com LIight n in gLrLCaseLSOOtOOOOOOQ.nbjbAABLview 

	ICC tracking# 
	ICC tracking# 
	ICC2000053 

	Submission Number 
	Submission Number 
	NDA209388 

	Sponsor 
	Sponsor 
	Evoke Pha1ma 

	Dmg/Biologic 
	Dmg/Biologic 
	Gimoti 

	Indications for Use 
	Indications for Use 
	Reliefofsymptoms in adult women with acute and recunent diabetic gastroparesis 

	Device Constituent 
	Device Constituent 
	Nasal Spray 

	Related Files 
	Related Files 
	ICC1800512 


	ICC Review Request from CDER/OND, DGIEP: 
	ICC Review Request from CDER/OND, DGIEP: 
	ICC Review Request from CDER/OND, DGIEP: 
	Review ofthe root cause analysis and response to sponsor questions regarding previous CR letter. 

	Device Presentation(s) being evaluated: 
	Device Presentation(s) being evaluated: 
	Nasal Spray 

	Objective ofthis Memo: 
	Objective ofthis Memo: 
	Evaluation ofthe root cause analysis and response to previously issued deficiencies in the CR letter. 

	Review Comments: 
	Review Comments: 
	There are 2 sections to this review: the root cause analysis and our response to the sponsor questions. 

	Review Recommendation: 
	Review Recommendation: 
	I agree with the sponsor that e1rnrs in the clinical study due to low dose is unlikely to be related to the device design or EPRs. Also the sponsor has addressed our deficiencies adequately. 


	History: .The original inter-center consult on Gimoti (NDA 209388) was completed by Jacqueline Ge1iz (ICC1800512). .There were outstanding deficiencies from her consult along with others from CBER that resulted in a CR letter .sent to the sponsor. The sponsor provided a CR response found in sequence 0026 module 1.11.4 to the previous .deficiencies. A root cause analysis was provided by CBER, they are asking for a review and comments on the .analysis. .
	Found in sequence 0028 module 3.2.p.8.1 Stability Summaiy and Conclusions, page 4 
	The container closure system has been identical throughout all ofthe stability studies performed to date. 
	44
	The <b><>pumps differ only with respect to <b><I and there are no differences in the materials or construction. Minor differences infill volume have been used throughout the development program as summarized in Table 2. 
	v05.02.2019 Page 2 of16 
	ICC# 2000053 Application# NDA 209388, Gimoti, Nasal Spray Sponsor: Evoke Phruma 
	Table 2: Summary of Fill Yolmnes Used Throughout DeYelopment 
	Dose Strength 10 mg 14 mg 15 mg 
	Dose Strength 10 mg 14 mg 15 mg 
	Dose Strength 10 mg 14 mg 15 mg 
	Drug Content"' 
	<brJ4J 1 I I 
	Dose Volume 50 ~1L 70 ~1L 70 ~LL 
	Fill Volmne 
	1onl1 

	16 mg 
	16 mg 
	70 ~1L 

	17 mg 
	17 mg 
	70 ~1L 


	Per the sponsor the container closure system has been identical, a streamline review memo was chosen, and review focus on the sponsor's response to the previous CR letter (seq 0026 mod 1.11.4) and root cause analysis (NDA 209388 Gimoti). 
	From Root Cause Analysis provided by CDER: 
	Problem Statement 
	Variability in Gimoti blood levels was observed in the four-way cross-over comparative bioavailability study, METO-IN-006, which included three doses ofGimoti {15 mg, 16 mg, and 17 mg) and Reg/an Tablet 10 mg. Unexpected low levels ofGimoti (<5 ng/ml) were observed in 14 of308 concentration-time profiles samples (4.5%) with no relationship to the Gimoti dose. The root cause for these aberrant results was investigated by identifying potential sources oferror and evaluating the lines ofevidence relevant to ea
	The preliminary results of the root cause analysis were submitted in the meeting package for the Type A End of Review meeting that occurred on July 25, 2019. 
	As captured in the meeting minutes {dated August 21, 2019), FDA responses included: 
	... the 'hesitant' behavior of administrators cannot completely address the potential cause of the low exposure. Although we consider that the data suggests that administers' behavioral variability could have contributed to the low exposure, the data are insufficient to completely rule out other possible causes. Additionally, your root cause analysis does not completely address the "inappropriate actuation force for full dose delivery" as a potential source oferror. It is unclear whether your activation for
	... the Agency recommended establishing an activation force specification with an adequate justification for the specification range and performing a bench study to determine whether the 14 devices had significantly different activation force from the otherdevices in the study and whether all devices in the METO-IN-006 study were outside of a reasonable activation force specification. The Sponsor concurred and stated that they will submit the actual actuation force values with the resubmission. 
	In response to the Agency's recommendation, a study designed to test the actuation force of the 14 pumps implicated in (bll ' 
	the low postdose drug levels in the METO-IN-006 comparative bioavailability study was conducted by 
	4

	(b)('fl, a cGMP compliant laboratory specializing in analytical testing of drug delivery systems. Test results confirmed that there were no differences in actuation force in the implicated pumps compared to non-implicated pumps (b)('fl Report SR-2019-097 dated December 6, 2019 provided in Appendix 1). 
	and pumps from the recent commercial scale manufacturing that were also included in the test protocol 
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	,&&. ....... $SSOLFDWLRQ. 1'$ ....... *LPRWL. 1DVDO 6SUD\ 6SRQVRU. (YRNH 3KDUPD 
	dŚĞ ϭϰ ŝŵƉůŝĐĂƚĞĚ ƉƵŵƉƐ ǁĞƌĞ ƉƌĞǀŝŽƵƐůǇ ƚĞƐƚĞĚ Ăƚ 
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	Figure
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	Figure
	ĂĐƚƵĂƚŝŽŶƐ ƉĞƌ ƉƵŵƉ͖ ŝŶĚŝǀŝĚƵĂů ƐŚŽƚ 

	й ůĂďĞů ĐůĂŝŵ͖ ŵĞĂŶ ƐŚŽƚ ǁĞŝŐŚƚƐ с 
	Figure

	ZŽŽƚ .ĂƵƐĞ .ŶĂůǇƐŝƐ &ŝŶĚŝŶŐƐ ĂŶĚ .ŽŶĐůƵƐŝŽŶƐ 
	x 
	x 

	.ǆƚĞŶƐŝǀĞ ƚĞƐƚŝŶŐ ;ƐŚŽƚ ǁĞŝŐŚƚ͕ ĂĐƚƵĂƚŝŽŶ ĨŽƌĐĞͿ ŽĨ ƚŚĞ ƐĂŵĞ 
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	Figure

	ƉƵŵƉ ĂƐ ƚŚĞ ƐŽƵƌĐĞ ŽĨ ĞƌƌŽƌ͘ 
	x. /Ŷ ƚŚĞ ĐŽŵƉĂƌĂƚŝǀĞ ďŝŽĂǀĂŝůĂďŝůŝƚǇ ƐƚƵĚǇ͕ ƚƌĂŝŶŝŶŐ ĚŝĚ ŶŽƚ ĂĚĞƋƵĂƚĞůǇ ĂĚĚƌĞƐƐ ƚŚĞ ŶĞĞĚ ĨŽƌ Ăůů ĞŝŐŚƚ ĚŽƐĞĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ƚŽ ŐĂŝŶ Ă ůĞǀĞů ŽĨ ĐŽŵĨŽƌƚ ǁŚĞŶ ĂƉƉƌŽĂĐŚŝŶŐ ƐƵďũĞĐƚƐ ƚŽ ŝŶƐĞƌƚ ƚŚĞ ƚŝƉ ŽĨ ƚŚĞ ŶĂƐĂů ƐƉƌĂǇĞƌ ŝŶ ƚŚĞ ƐƵďũĞĐƚ͛Ɛ ŶŽƐĞ ƚŽ ĂĚŵŝŶŝƐƚĞƌ ƚŚĞ ĨƵůů ĚŽƐĞ ŽĨ 'ŝŵŽƚŝ͘ dǁŽ ŽĨ ƚŚĞ ĚŽƐĞ ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ŚĂĚ ŵŽƌĞ ĚŝĨĨŝĐƵůƚǇ ƚŚĂŶ ƚŚĞ ŽƚŚĞƌƐ ǁŚĞŶ ĚŽƐŝŶŐ ƐƚƵĚǇ ƐƵďũĞĐƚƐ͘ dŚĞƐĞ ƚǁŽ ĚŽƐĞ ĂĚŵŝŶŝƐƚƌĂƚŽƌƐ ǁĞƌĞ ƌĞƐƉŽŶƐŝďůĞ ĨŽƌ ϴϲй ŽĨ ƚŚĞ ůŽǁ ĚƌƵŐ ůĞǀĞůƐ ;фϱ ŶŐͬŵ>Ϳ͘ 
	Figure
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	dŚĞ ƉŽƚĞŶƚŝĂů ƐŽƵƌĐĞƐ ŽĨ ĞƌƌŽƌ ĂŶĚ ůŝŶĞƐ ŽĨ ĞǀŝĚĞŶĐĞ ĂƌĞ ƉƌĞƐĞŶƚĞĚ ŝŶ dĂďůĞ ϭ͘ 
	hƉĚĂƚĞƐ ƚŽ dĂďůĞ ϭ ŝŶĐůƵĚĞ ƚŚĞ ƌĞƐƵůƚƐ ŽĨ ƚŚĞ ĂĚĚŝƚŝŽŶĂů ƉƵŵƉ ƚĞƐƚŝŶŐ ;ĂĐƚƵĂƚŝŽŶ ĨŽƌĐĞͿ ĂŶĚ Ă ƐƵŵŵĂƌǇ ĚŝĂďĞƚŝĐ ŐĂƐƚƌŽƉĂƌĞƐŝƐ ƉĂƚŝĞŶƚ ĞǆƉĞƌŝĞŶĐĞ ĨƌŽŵ ŵĂƌŬĞƚ ƌĞƐĞĂƌĐŚ ĂƐ ƌĞĐŽŵŵĞŶĚĞĚ ďǇ &.. Ăƚ ƚŚĞ dǇƉĞ . .ŶĚ ŽĨ ZĞǀŝĞǁ ŵĞĞƚŝŶŐ ƚŚĂƚ ŽĐĐƵƌƌĞĚ ŽŶ :ƵůǇ Ϯϱ͕ ϮϬϭϵ͘ 
	$Q H[FHUSW RI 7DEOH . LV LQFOXGHG EHORZ. DOO RWKHU URZV KDYH EHHQ UHPRYHG H[FHSW IRU LWHPV SHUWDLQLQJ WR &'5+ SHU WKH 530 RI 1'$ ....... *LPRWL. The root cause analysis provided by the sponsor is in italics. 0\ DQDO\VLV LV SURYLGHG GLUHFWO\ EHORZ HDFK URZ. 
	3RWHQWLDO 6RXUFH RI (UURU Pump blockage caused by particulates 
	3RWHQWLDO 6RXUFH RI (UURU Pump blockage caused by particulates 
	3RWHQWLDO 6RXUFH RI (UURU Pump blockage caused by particulates 
	'HWDLOV The formulation may contain particulates that caused a pump blockage 
	6XSSRUWLQJ (YLGHQFH None available 
	x x x x 
	5HIXWLQJ (YLGHQFH Bulk solution during manufacture. Bottles cleaned Particulates are assessed as part of release testing. Particulates were assessed as part of the stability program. 
	/LNHOLKRRG RI (UURU 6RXUFH &RQWULEXWLQJ WR /RZ 'RVH Unlikely 
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	Table
	TR
	x No particulate issues have been observed in any of the release and stability program testing. x Pumps in METO-IN-006 study were primed prior to dosing. 

	
	

	Inconsistent
	Inconsistent
	Performance 
	None 
	x No pump failures were noted during all of 
	Unlikely 

	pump 
	pump 
	issues with 
	available 
	release testing and stability studies for clinical 

	performance 
	performance 
	commercial 
	and registration batches. 

	TR
	use of pumps in CDER-
	x Reliability testing supports robustness of design. o Information Amendment submitted as SN0025 on March 28,2019. 

	TR
	approved 
	o direct correspondence with the

	TR
	drug 
	FDA on behalf of Evoke. 

	TR
	products 
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	all pumps used in study were confirmed to be working as intended. 
	• .Re-testing of14 pumps used to dose subjects that produced low PK levels did not show any pumpfailures. All pumV,s met shot weight 
	. . li1b) .
	acceptance crzterza: (4Jactuattons perpump; individual shot weig ts = (bJ<% label claim; mean shot weights = (bHj% label claim. 
	41
	4 

	o .r---<b><I Study Report SR-2019-050 datedJune 25, 2019 is provided in Avvendix 2. 
	4

	In a real world scemuio, nasal sprays will be used until the medication rnns out and most nasal spray manufactures include overfill for priming sprays. The fact that each pump was only used once (after priming) to deliver medication to the patients represents an artificial best case scenario, however it is reasonable due to clinical testing requirements. I agree that 14 individual pump failures is extremely unlikely in a final finished product. The shot wait re-testing is summarized below (1.11.4 Multiple .
	10.0 ACCEPTANCE CRITERIA 
	10.0 ACCEPTANCE CRITERIA 
	(b)(4) 
	After 14 samples were tested and 10 sprays actuated per sample, the average shot weight ranged from 97%­102% which is well within the acceptance criteria. 
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	Material 
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	(CTM) 
	(CTM) 
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	delivery) 


	While possible, if faults were introduced during assembly, it would have been reflected in testing done by the manufacture. Upon review by CDRH documented in memo ICC1800512, the previous reviewer only had issues with droplet size distiibution testing. However per ICCl 800512, page 17, we had issues with the 
	(bJ < j fo1mulations. Ifthere were faulty assembly issues, we would have expected to see problems across all fo1mulation sti·engths and in other essential perfo1mance requirement testing .. I agree this is ve1y unlikely. We will defer to CMC regarding their opinion on this matter. 
	4
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	Inappropriate 
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	Inappropriate 
	If force 
	None 
	x Study demonstrated the actuation force was 
	Unlikely 

	actuation 
	actuation 
	required is 
	available 
	appropriate to deliver the full dose: 

	force for full 
	force for full 
	too great, it 
	o 98% (176/180) of actuations delivered a 

	dose delivery 
	dose delivery 
	may not be possible to fully actuate 
	dose in this actuation force assessment test in which volunteer subjects actuated Gimoti following training by ( Training provided in Appendix 

	TR
	pump 
	3). o 2% of actuations showed incomplete dose delivery, which is a lower incidence of incomplete actuations than observed in study METO-IN-006 ( Report dated February 22, 2008 provided in Appendix 4). x An actuation force study was conducted with volunteers to confirm they were able to successfully actuate the pump. The pumps used were from commercially manufactured batches. The study showed that all actuations were successful ( Report dated November XX, 2019 provided in Appendix 5). x Testing confirmed the
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	Sponsor: Evoke Phruma 
	Deficiencies recommended by CDRH in the CR letter: 
	Deficiencies recommended by CDRH in the CR letter: 
	Your proposed specification for the dmg product is inadequate since insufficient evidence has been provided to ensure that the quality control and essential perfo1mance characteristics ofthe combination product do not contribute to the obse1ved clinical vruiability and lack of efficacy. Specifically, the method and acceptance crite1ion for droplet size distribution is not deemed robust enough to guru·antee consistent delive1y of the dmg to the patient with each actuation. The proposed acceptance criterion f
	Recommendations to Address Deficiencies: 
	Upon resubmission, all proposed tests and acceptance criteria including the droplet sizes and other essential perfo1mance characte1istics for the commercial product specification should be supported by three batches of diug product using the selected commercial fo1mulation (including su·ength of the product) and the commercial device. We recommend that the three registration batches be manufactured at the proposed commercial manufactming site, manufactured by the proposed commercial process, and tested usin
	Evoke's Reponse: 
	To addI·ess the product quality/device quality deficiencies, Evoke has initiated manufactming ofthree batches of dI11g product using the defined commercial fo1mulation (equivalent to 15 mg dose) and the commercial device. The three regisu·ation batches will be manufactured at the commercial manufacturing site, manufactured by the commercial process at the planned commercial batch size, and tested using validated analytical methods at the proposed analytical sites. 
	To ensure that the acceptance crite1ia for &·oplet size and spray pattern are set approp1iately Evoke will be taking a statistically-based approach to dete1mining the acceptance criteria for &·oplet size disu·ibution (DSD and spray pattern. Evoke has used the transfer and validation data from the proposed release testing laborato1y lllmJ) as the prelimina1y data set to assess method pe1fo1mance for DSD and spray pattern. 
	To dete1mine the approp1iate sample size estimate for the three-batch study recommended by FDA, Evoke will lbl\! 
	consider two quality conu·ol studies. 
	4

	(b)(4 ) 
	The comparability repo1t that details the data used to suppo1t the qualification of lbllj as the testing laborato1y for commercial product release for DSD and spray pattern, as described in Section 3.2.R ofthe NDA, will be used as the initial data set for the study described above will also be provided as prut of the resubmission. 
	Evoke is planning on submitting stability data up to 24 months from its ongoing stability program (see Comment C below for fmther details). These data will also be assessed against the proposed commercial specifications. 
	Evoke's Questions 
	Question #4 
	v05.02.2019 Page 8 of16 
	ICC# 2000053 
	Application# NDA 209388, Gimoti, Nasal Spray 
	Sponsor: Evoke Phruma 
	Evoke believes the approach described above will provide the requisite data sets required to ensure the droplet size distribution and spray pattern acceptance c1ite1ia for quality control and on-going stability are appropriately set. Does the Agency agree? 
	CDRH analysis: From 3.2.P.5.6-1, page 12, the sponsor provided updated DSD testing on 3 batches of dmg using the final finished device and dmg fo1mulation (15mg). All samples tested fell within the DSD acceptance crite1ia chosen by the sponsor. D90: lllml D50: Droplet size distribution D 10: Span%r (bl<4t NMT <~ The average span was ~6n4~and the other results are displayed below: 
	CDRH analysis: From 3.2.P.5.6-1, page 12, the sponsor provided updated DSD testing on 3 batches of dmg using the final finished device and dmg fo1mulation (15mg). All samples tested fell within the DSD acceptance crite1ia chosen by the sponsor. D90: lllml D50: Droplet size distribution D 10: Span%r (bl<4t NMT <~ The average span was ~6n4~and the other results are displayed below: 
	CDRH analysis: From 3.2.P.5.6-1, page 12, the sponsor provided updated DSD testing on 3 batches of dmg using the final finished device and dmg fo1mulation (15mg). All samples tested fell within the DSD acceptance crite1ia chosen by the sponsor. D90: lllml D50: Droplet size distribution D 10: Span%r (bl<4t NMT <~ The average span was ~6n4~and the other results are displayed below: 

	TR
	D90 D50 DlO % (bJ<41NMTp:f;o Batch 1 147.6 73.79 30.35 0.2016 Batch 2 152.0 76.01 30.85 0.2399 Batch 3 129.0 63 .19 25 .78 0.2944 


	Figure

	table 
	table 
	Question #5 
	Are there any specific data needed, beyond droplet size distiibution, spray pattern or shot weight, to address any other outstanding issues? 
	CDRH analysis: .See analysis for additional comments A below .
	CDRH response: 
	CDRH response: 
	See Additional Comments A 
	ADDITIONAL COMMENTS from CR letter, not classified under deficiencies 

	PRODUCT QUALITY/DEVICE QUALITY 
	PRODUCT QUALITY/DEVICE QUALITY 
	A. .We recommend that actuation force be considered an essential perfo1mance requirement and to include a test and acceptance criterion for actuation force for the to-be-marketed combination product in the product release and stability specification. You should include verification and validation data to support that specification and describe why this force is appropriate for the intended user population. Alternatively, provide a rationale for why you do not consider actuation force an essential perfo1manc
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	(YRNH 5HVSRQVH. 
	(YRNH LV FROODERUDWLQJ ZLWK 
	. WKH GHYLFH PDQXIDFWXUHU. WR GHYHORS DQ DSSURSULDWH VWUDWHJ\ WR HQVXUH WKDW WKH DFWXDWLRQ IRUFH IRU WKH WR.EH.PDUNHWHG SURGXFW LV DSSURSULDWHO\ FRQWUROOHG IRU WKH FRPELQDWLRQ SURGXFW LQ D FRQVLVWHQW PDQQHU DQG LV DSSOLFDEOH WR WKH LQWHQGHG SDWLHQW SRSXODWLRQ. 
	Figure

	Figure
	4XHVWLRQ ... 'RHV WKH $JHQF\ KDYH DQ\ DGGLWLRQDO FRPPHQWV RU UHFRPPHQGDWLRQV". 
	&'5+ DQDO\VLV.. 
	
	
	Figure
	Figure

	. 7KLV IRUFH LV WRR KLJK WR EH DQ DFFHSWDEOH DFWXDWLRQ IRUFH IRU WKHLU QDVDO VSUD\. 
	:H ZDQW WR VSRQVRU WR ORZHU WKH DFFHSWDQFH FULWHULD IRU DFWXDWLRQ IRUFH. +RZHYHU. ZH QHHG WKH UDZ GDWD RI WKH XVHUV WKDW DFWXDWHG WKH VSUD\V LQ WKH VWXG\. ,I PRVW RI WKH KLJKHU HQG IRUFHV ZHUH DFKLHYHG E\ PHQ. WKHQ ZH ZRXOG EH MXVWLILHG LQ DVNLQJ WKH VSRQVRU WR ORZHULQJ WKH DFWXDWLRQ IRUFH. 3HU ... 5HYLHZHU¶V *XLGH. SDJH .. WKH SURSRVHG LQGLFDWLRQ LV ³*,027, LV LQGLFDWHG IRU WKH UHOLHI RI V\PSWRPV LQ DGXOW ZRPHQ ZLWK DFXWH DQG UHFXUUHQW GLDEHWLF JDVWURSDUHVLV.´ 
	6HH ,5 .. EHORZ 
	,Q WHVWLQJ GRQH E\ 
	.6WXG\ 5HSRUW 5HIHUHQFH. 5(......../33 (O.... \RX SHUIRUPHG WHVWLQJ RQ \RXU QDVDO VSUD\ WR GHWHUPLQH WKH UDQJH RI IRUFHV XVHUV DFWXDWHG \RXU GHYLFH DW. +RZHYHU. \RX KDYH QRW SURYLGHG WKH UDZ GDWD RI WKH JHQGHU DQG DJH RI WKH XVHUV FRUUHVSRQGLQJ WR ZKDW IRUFHV WKH\ DFWXDWHG WKH GHYLFHV DW. 3URYLGH WKH GDWD WKDW EUHDNV GRZQ WKH DJH. JHQGHU DQG IRUFHV .LQ 1HZWRQV. RI HDFK XVHU UHFRUGHG LQ WKH VWXG\ SHUIRUPHG. 
	Figure

	(YRNH 5HVSRQVH. 
	(YRNH 5HVSRQVH. 

	6HT .. PRG ...... 4XDOLW\ ,QIRUPDWLRQ $PHQGPHQW. 7KH VSRQVRU SURYLGHG WKH UDZ GDWD DQG IRXQG WKDW WKH DYHUDJH DFWXDWLRQ IRU IHPDOHV YV PDOHV ZDV .... .VWGHY .... YV .... .VWGHY ...... 
	&'5+ IROORZ XS ,5 UHVSRQVH. 
	,Q \RXU UHVSRQVH WR WKH SUHYLRXV GHILFLHQF\ \RX SURYLGHG WKH UDZ GDWD ZKLFK VKRZV WKDW WKH DYHUDJH DFWXDWLRQ IRUFH IHPDOHV YV PDOHV XVHG IRU \RXU GHYLFH ZDV .... 1 .VWGHY .... YV .... .VW GHY ...... +RZHYHU. \RXU HVVHQWLDO SHUIRUPDQFH UHTXLUHPHQW .(35. IRU \RX QDVDO VSUD\ LV QR PRUH WKDQ 
	Figure
	Figure

	DQG \RXU ODEHOLQJ FOHDUO\ VWDWHV \RXU GHYLFH LV LQWHQGHG IRU DGXOW ZRPHQ ZLWK GLDEHWLF JDVWURSDUHVLV. <RX VKRXOG ORZHU \RXU (35 WR QR PRUH WKDQ 
	WR HQVXUH \RXU WDUJHW SDWLHQW SRSXODWLRQ FDQ XVH \RXU GHYLFH HIIHFWLYHO\. 
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	Evoke Response: 
	See Seq 3 3 Mod 1.11.1 Quality Info1mation Amendment for full response 
	The Root Cause Analysis Repo1t included in the NDA re-submission (SN0027) on December 19, 2019, provided clinical bll>nasal spray pump is available from phrumacokinetic (PK) data collected in diabetic gastropru·esis studies in the Gimoti development program where patients self-administered the nasal spray 4 times per day for 28 days in Phase 2 (METO-IN-002) and Phase 3 studies (METO-IN-003 and METO-IN-004). Patients self-administered approximately 55,000 nasal spray doses and there were no reported difficul
	evidence that patients in the Gimoti target population are capable of successfully actuating the 
	4 

	Post-first in-clinic dose, blood level data were available for 112 patients: 87 females from METO-IN-003 and 26 males from METO-IN-004. Following the first dose ofthe day, 98% of 112 patients had diug levels >5 ng/mL and, after dose #2, 99% of 114 patients had dI11g levels >5 ng/mL (Assessment of Real-life Patient Handling of Gimoti in Tru·get Population, Root Cause Analysis Repo1t , Appendix 7). 
	4
	<bHr Method and Test Data 
	(b)(4 l 
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	(b)(4) 
	Additional Data 
	Fmther suppo1tive evidence that users in the target patient population can effectively actuate a higher resistance device was demonstrated in an additional study conducted to assess the absolute Maximum Achievable force for different a e and sex populations using an Cb><l device with an identical hand actuation technique to the~and attached to an <b><sensor attached as seen in Figure 5. 
	4
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	ICC# 2000053 Application# NDA 209388, Gimoti, Nasal Spray Sponsor: Evoke Phruma 
	Figure 5: Results of Study to Assess Absolute Maximum Achievable Force 
	(bf(.4' 
	In this study, the pump was engineered to require more force to actuate than the standard pump, although the study was not designed to go to failure, i.e., requiring such force that it could not be actuated, it did use pumps that required significantly more force. 
	The demographics of volunteers in the study were adults 20-59 years (n= 17, 9 male, 8 female, various race/ethnicity), females 2::60 years (n=l6), males 2::60 years (n=l6), and children 10-12 years (n=l6, 8 female, 8 male). 
	(bHI method are shown in Table 4. As shown, all groups, including women greater than 60 years of age, could apply a significantly higher actuation force, if required to do so based on the resistance of the pump. Note, this study did not test pumps that required higher actuation forces than the ones detailed in Table 3 so do not represent the point of failure, i.e., unable to be actuated. 
	The results of the study showing maximum achievable trigger force using the 
	4

	Table 4: Maximum Achievable Trigger Force Usingrn~ethod 
	4

	Maximum Achievable Trigger Force 
	Figure
	Force Group 1 Children 10-12 yo Force Group 2 Adults 20-59 yo Force Group 3 Women> 60 yo Force Group 4 Men> 60 yo 
	Force Group 1 Children 10-12 yo Force Group 2 Adults 20-59 yo Force Group 3 Women> 60 yo Force Group 4 Men> 60 yo 
	Force Group 1 Children 10-12 yo Force Group 2 Adults 20-59 yo Force Group 3 Women> 60 yo Force Group 4 Men> 60 yo 
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	Detennination of Acceptance Crite1ia 
	Detennination of Acceptance Crite1ia 
	4


	It has been established that the avera§e actuation force required by a user to actuate the pump is <b><f N as detennined by 
	44
	<bHf and this coITesponds to Husing the HI method. 
	4 

	In addition, it has been shown that significantly higher actuation forces are readily achievable. Specifically, at least :~~N has been shown to be achieved by women in the 51-60 age group. This is a 68% increase over the mean data from the original <bHf study. 
	4

	Using these data, it can be concluded that an upf f limit for the <1>mr QC method could be set at an equi.valent higher level, i.e. <b><t ' which would be equivalent to <b><I Understanding that this may be close to the maximum achievable (bl < l is proposed. (bl < I by the (bHmethod and well within the range oftypical users as clearly shown in Figure 4. 
	4
	actuation force although the upper bound was never fully explored) an upper limit significantly lower to 
	4
	This would equate to approximately 
	4
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	Figure
	The data provided herein, and the clinical evidence that ther6nJnasal spray pumps pe1fo1med as expected in Evoke's Phase 3 diabetic gast:roparesis studies, suppo1t the upper proposed acceptance crite1ion for the actuation force release specification for the CbH> nasal spray pump to be used by the target population ofadult women with diabetic gastroparesis. 
	4
	4 


	Analvsis: 
	Analvsis: 
	In n01mal measurements kilogram-force can be conve1ted to Newtons by multiplying by standard gravity 9.8 m/s"2. However, the sponsor argues that for a nasal spray there is a set velocity, users must maintain at a certain actuation force in order induce an approp1iate spray from the device. Per figure 3, footnote 1, this actuation is not applied in a freefall and occurs at constant velocity. Therefore, the sponsor argues that kg cannot be directly conve1ted into N by using standard 
	4.44
	~~ty for the Cb> < l data. Instead a force of Cb> < jby the <bH>method is equival5!~t to a force Cb> < l >< ! by the Cb> < > method. The sponsor agrees to an actuation force no more than (NMT) <bl <>which con elates to 
	4
	4
	4 
	4 

	1111. 4
	" Per, page 9, table 4, the data shows the maximum achievable t:ri\11fr force was <b><I for men
	" Per, page 9, table 4, the data shows the maximum achievable t:ri\11fr force was <b><I for men
	....appro-.unately 

	•
	___x' 


	u 
	over 60 years anOthen for women over 60 years was (bf<4J which is equivalent to > . The sponsor proposed lowering the actuation force to Cb><> which is weflwitliin the range offorces acliieved by the users. 
	41 
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	Also, the sponsor provided clinical evidence that cun ent actuation force requirements allow users to actuate the nasal spray without problems. Per sponsor, "The Root Cause Analysis Report included in the NDA re-submission (SN0027) on December 19, 2019, provided clinical evidence that patients in the Gimoti target population are capable ofsuccessfi1lly (bHnasal spray pump is available.from pharmacokinetic (PK) data collected in diabetic gastroparesis studies in the Gimoti development program where patients 
	actuating the 
	41

	There is a post approval comment to add actuation testing to release and stability on the cover page: 
	To update the control strategy to include actuation force for the nasal spray in order to ensure that the product can be used by the target population. 
	B. .You provided a specification for the lowest allowable cap removal force, but without the highest allowable cap removal force. This info1mation is recommended to demonstrate that the cap will not be too difficult for the user to remove. We recommend the upper cap removal force specification be defined. 
	Evoke Response: 
	Evoke is collaborating with L n, the device manufacturer, to develop an appropriate strategy to ensure that the cap removal force will not be so liigh as to render it too difficult to remove by the patient population. 
	41 

	(b)(4) 
	Question #7 .Does the Agency have any additional comments or recommendations? .
	CDRH analysis: Response appropriate. 

	CDRH response: 
	CDRH response: 
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	,&&. ....... $SSOLFDWLRQ. 1'$ ....... *LPRWL. 1DVDO 6SUD\ 6SRQVRU. (YRNH 3KDUPD 
	....3.. &RQWDLQHU &ORVXUH 6\VWHP WKH VSRQVRU KDV SURYLGHG DFFHSWDQFH FULWHULD IRU WKH FDS UHWHQWLRQ IRUFH RI EHWZHHQ 
	. 7KLV LV DQ DSSURSULDWH UDQJH IRU WKH DPRXQW RI IRUFH XVHG WR UHPRYH WKH FDS DQG QR SRVW DSSURYDO FRPPHQW LV QHHGHG. 
	Figure
	&.. 7KH SURSRVHG VKHOI.OLIH RI 
	PRQWKV LV QRW VXSSRUWHG E\ WKH GDWD VXEPLWWHG. 8SRQ UHVXEPLVVLRQ WKH SURSRVHG VKHOI OLIH VKRXOG EH VXSSRUWHG E\ WKUHH EDWFKHV RI WKH GUXJ SURGXFW XVLQJ WKH VHOHFWHG FRPPHUFLDO IRUPXODWLRQ .LQFOXGLQJ VWUHQJWK RI WKH SURGXFW. DQG WKH SURSRVHG FRPPHUFLDO GHYLFH. 
	Figure

	(YRNH 5HVSRQVH. 
	$V GLVFXVVHG DQG DJUHHG DW WKH 7\SH $ 0HHWLQJ RQ 0DUFK ... ..... (YRNH ZLOO EH VXEPLWWLQJ DGGLWLRQDO VWDELOLW\ GDWD.... .. DQG .. PRQWKV DW WKH ORQJ WHUP VWRUDJH FRQGLWLRQ RI ..•&....5+. IRU WKH .. PJ GRVH VWUHQJWK WKDW HIIHFWLYHO\ EUDFNHWV WKH FRPPHUFLDO GRVH VWUHQJWK ... PJ. ZLWK WKH VWDELOLW\ GDWD DOUHDG\ VXEPLWWHG LQ WKH 1'$ ... PJ VWUHQJWK 
	GDWDVHW RXW WR 
	PRQWKV. WR VXSSRUW LWV MXVWLILFDWLRQ IRU WKH SURSRVHG VKHOI.OLIH RI WKH FRPPHUFLDO SURGXFW. .7\SH $ 0HHWLQJ 0LQXWHV GDWHG 0DUFK ... ..... 4XHVWLRQ .. 'RHV WKH $JHQF\ KDYH DQ\ DGGLWLRQDO FRPPHQWV RU UHFRPPHQGDWLRQV" 
	Figure

	&'5+ DQDO\VLV. 
	3HU SUHYLRXV PHPR ,&&........ SDJH ... ZH ZDQWHG WKH VSRQVRU WR EUDFNHW WKH FRPPHUFLDO IRUPXODWLRQ ...PJ. ZLWK KLJKHU ...PJ. DQG ORZHU VWUHQJWKV ... PJ.. 5HVSRQVH DSSURSULDWH. 
	&'5+ UHVSRQVH. 
	&'5+ UHVSRQVH. 

	:H DJUHH WKDW WKH .. PJ GRVH VWUHQJWK ZLWK VWDELOLW\ GDWD WR .. PRQWKV DW ORQJ WHUP VWRUDJH FRQGLWLRQ RI ..•&....5+ ZRXOG HIIHFWLYHO\ EUDFNHW WKH FRPPHUFLDO GRVH VWUHQJWK RI .. PJ. 
	'.. ,W LV SUHPDWXUH WR DJUHH WR D UHGXFHG UHSRUWLQJ FDWHJRU\ IRU DQ DGGLWLRQDO UHOHDVH DQG VWDELOLW\ IDFLOLW\ DV SURSRVHG LQ \RXU FRPSDUDELOLW\ SURWRFRO. 
	(YRNH 5HVSRQVH. 
	(YRNH ZLOO EH VXEPLWWLQJ WKH UHVXOWV IURP WKH FRPSDUDELOLW\ VWXG\ DQG DGGLWLRQDO VXSSRUWLQJ GRFXPHQWDWLRQ DV GHWDLOHG LQ WKH RULJLQDO 1'$ WR VXSSRUW WKH UHSRUWLQJ FDWHJRU\ IRU WKH DGGLWLRQDO WHVWLQJ IDFLOLW\. 
	&'5+ DQDO\VLV. 
	:KLOH WKLV LV OLVWHG XQGHU DGGLWLRQDO FRPPHQWV IRU 352'8&7 48$/,7<.'(9,&( 48$/,7<. LW ZDV QRW D SDUW RI WKH GHILFLHQFLHV UHFRPPHQGHG E\ &'5+ LQ ,&&........ SDJH ... &'5+ UHVSRQVH. 1RW SDUW RI &'5+ SXUYLHZ. 
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	ICC# 2000053 Application# NDA 209388, Gimoti, Nasal Spray Sponsor: Evoke Phruma 
	3. APPENDIX 
	3. APPENDIX 
	3.1. DOCUMENTS REVIEWED 
	Sequence 
	Sequence 
	Sequence 
	Module 

	0028 
	0028 
	3.2.p.8.l Stability Summary and Conclusions 

	0026 
	0026 
	1.11 .4 Multiple Module Info1mation Admendent 

	0027 
	0027 
	5.3.1.2.Root Cause Analysis Repo1t 

	0033 
	0033 
	1.11 . l Quality Info1mation Amendment 


	3.2. INTERACTIVE REVIEW .
	Date Sent: Date/Sequence Received: 3/24/2020 Chck or ta to enter a date. 
	1-In-fi-01-·m_a_ti__o-n-R-eq_t_1e-st_#_l--+-In-te-s-tin-g-do_n_e_b_YL Hl (Study Repo1t Reference: RE2019. l 52LPP El/l ), you perfo1med testing on your nasa spray to dete1mine the range of forces users actuated your device at.. However, you have not provided the raw data ofthe gender and age of the users con esponding to what forces they actuated the devices at. Provide the data that breaks down the aoe, ender and forces in Newtons ofeach user recorded in the stud e1fo1med. 
	4

	Figure
	IDate/Sequence Received: 
	Table
	TR
	Date Sent: Chck or tap to enter a date. Chck or tap to enter a date. 

	Information Reauest # 
	Information Reauest # 

	Soonsor Resoonse 
	Soonsor Resoonse 

	Reviewer Comments 
	Reviewer Comments 

	Response Adequate: 
	Response Adequate: 
	D Yes D No. See IR # Sent on Click or tao to enter a date. 
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	U.S. FOOD & DRUG 
	m 

	• ADMINISTRATION 
	RECOMMENDATION 
	D Approval D Approval with Post-l'v1arketing Commitment D Complete Response ~ Not Ready for Approval as of this Review 
	D Approval D Approval with Post-l'v1arketing Commitment D Complete Response ~ Not Ready for Approval as of this Review 
	D Approval D Approval with Post-l'v1arketing Commitment D Complete Response ~ Not Ready for Approval as of this Review 


	NDA209388 .Assessment#2 .
	Drug Product Name 
	Drug Product Name 
	Drug Product Name 
	GIMOTI (metoclopramide) nasal spray 

	Dosaae Form 
	Dosaae Form 
	Nasal Sorav 

	Strength 
	Strength 
	15 mq 

	Route of Administration 
	Route of Administration 
	Nasal 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	APolicant 
	APolicant 
	Evoke Pharma Inc. 

	US agent, if applicable 
	US agent, if applicable 
	NIA 


	Submission(s) Assessed 
	Submission(s) Assessed 
	Submission(s) Assessed 
	Document Date 
	Discipline(s) Affected 

	Resubmission (0027) 
	Resubmission (0027) 
	19-JAN-2019 
	OPQ 

	Quality/Stability Information (0028) 
	Quality/Stability Information (0028) 
	21-FEB-2020 
	CDRH/DP 

	Quality Response to IR (0030) 
	Quality Response to IR (0030) 
	26-rvlAR-2020 
	CDRH/DP 

	Quality Response to IR (0030) 
	Quality Response to IR (0030) 
	1-APR-2020 
	CDRH 

	Quality Response to IR (0030) 
	Quality Response to IR (0030) 
	13-APR-2020 
	CDRH/DP 

	Quality Response to IR (0034) 
	Quality Response to IR (0034) 
	16-APR-2020 
	CDRH 

	Quality Response to IR (0035) 
	Quality Response to IR (0035) 
	17-APR-2020 
	DP 

	Quality Response to IR (0037) 
	Quality Response to IR (0037) 
	24-APR-2020 
	OPrvlA: Facilities 

	M.Jltiple Submission (0039) 
	M.Jltiple Submission (0039) 
	11-rvlAY-2020 
	LABELING/DP 

	Quality Response to IR (0040) 
	Quality Response to IR (0040) 
	18-rvlAY-2020 
	CDRH/DP 


	QUALITY ASSESSMENT TEAM 
	OPQ-XOPQ-TEM-0001 v06 Page 1 Effective Date: February 1, 2019 
	Discioline 
	Discioline 
	Discioline 
	Primarv Assessment 
	Secondarv Assessment 

	Drug Substance 
	Drug Substance 
	Katherine Duncan 
	Donna Christner 

	Drug Product 
	Drug Product 
	Caroline Strasinger 
	l\!bo-Jhong Rhee 

	Manufacturing 
	Manufacturing 
	Peter Krommenhoek 
	Nallaperumal Chidambaram 

	M icrobioloav 
	M icrobioloav 
	Jianli Xue 

	Biopharmaceutics 
	Biopharmaceutics 
	NIA 

	Regulatory Business Process Manager 
	Regulatory Business Process Manager 
	Marquita Burnett 

	Application Technical Lead 
	Application Technical Lead 
	Caroline Strasinger 

	CDRH 
	CDRH 
	Shanley Chen 
	Rumi Youna 

	Environmental 
	Environmental 
	Caroline Strasinaer 
	l\!bo-Jhona Rhee 


	RELATED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF # (b)(4) 
	DMF # (b)(4) 
	DMF # (b)(4) 
	Type 
	Holder 
	(b)(• 
	Item Referenced (b)(4) 
	Status 
	Date Assessed 
	Comments Reviewer: 

	TR
	II 
	Adequate 
	October 11, 2018 
	Hongbiao Liao 

	TR
	LOA: Jan 26, 2016 


	l'UA1 
	l'UA1 
	LOA: Jan 5, 2018
	Ill 
	l'UA1 
	l'UA1 
	LOA: Jan 5, 2018
	Ill 
	l'UA1 
	l'UA1 
	LOA: July 7, 2016 
	Ill
	I l 
	Adequate information provided in NOA. 
	1 

	B. Other Documents: IND, RLD, or sister applications 
	Document 
	Document 
	Document 
	Application Number 
	Description 

	IND 
	IND 
	25512 
	Metoclopramide Gel for treatment ofdiabetic gastroparesis from E\Qke Pharma. Acti-.e since June 6, 2020 


	lm'J .U.S. FOOD & DRUG 
	-.ADMIN ISTRATION 
	RECOMMENDATION 
	D Approval 
	D Approval with Post-Marketing Commitment 
	D Complete Response 
	~ Not Ready for Approval as of this Review 
	EXECUTIVE SUMMARY 
	IQA NOA Assessment Guide Reference 
	I. .RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY The applicant has provided sufficient CMC information to assure the identity, strength, purity, and quality of the drug product including with respect to pump performance of this combination drug product. All previous Complete Response Issues have been resolved. 
	The Office of Process and Manufacturing Assessment (OPMA) has made a final overall "Approval" recommendation for the facilities involved in this application. 
	The claim for the Categorical Exclusion for the Environmental Assessment is granted. 
	The labeling for this NOA is inadequate for Sections 3, 11, and 16. 
	Therefore, from the OPQ perspective, this NOA is not deemed ready for approval per CFR 314.125(b)(6), until the labeling deficiencies are satisfactorily resolved. (see the List of Deficiencies) 
	II. SUMMARY OF QUALITY ASSESSMENTS 
	A. Product Overview 
	Metoclopramide is an antiemetic dopamine-2 receptor antagonist. The reference listed drug, Reglan tablets, was approved in December 1980 (NOA 17854) for gastroesophageal reflux and diabetic gastroparesis in adults. 
	On April 1, 2019 NOA 209388 received a Complete Response recommendation which included several Product Quality and CDRH deficiencies. The applicant resubmitted the application on 19-DEC-2019 and has addressed all Product Quality and CDRH issues identified in the Complete Response Letter (CRL). This IQA (#2) is for the NOA 
	OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019 
	resubmission and the label and labeling of the drug product. For all other information, refer to the previous IQA dated 21-MAR-2019. 
	Proposed lndication(s) including Intended Patient Population 
	Proposed lndication(s) including Intended Patient Population 
	Proposed lndication(s) including Intended Patient Population 
	For relief of symptoms in adult women with acute and recurrent diabetic gastroparesis 

	Duration of Treatment 
	Duration of Treatment 
	Administer 15 mg, 30 minutes before each meal and at bedtime for 2 to ::~weeks 60 mq per day 

	Maximum Daily Dose 
	Maximum Daily Dose 

	Alternative Methods of Administration 
	Alternative Methods of Administration 
	N/A 


	B. Quality Assessment Overview Drug Substance: Adequate 
	The active ingredient, metoclopramide hydrochloride, is a white to almost white, crystalline powder. It is freely soluble in water and ethanol. However, its solubility varies with pH . According to the manufacturer, there are no known polymorphs of the druq substance. Metoclopramide hydrochloride is manufactured by (b)(-4! 
	Its chemical name is 4-amino-5-chloro-N-[2-( diethylamino )ethyl]-2­methoxy benzamide monohydrochloride monohydrate. The molecular formula is C14H22CIN302•HCl•H20. Its molecular weight is 354.3. The structural formula is: 
	Figure
	The drug substance information is cross-referenced to DMF <bJ<• This DMF was reviewed most recently on 11-0ct-2018 by Hongbiao Liao and was found adequate (refer to DMF (bl\J Review 12 in Panorama). The drug substance information provided in the DMF is adequate. The sponsor did not provide any drug substance updates in the resubmission. The NOA resubmission is recommended for approval from the perspective of drug substance ualit . 
	41

	Dru Product: Ade uate 
	Metoclopramide nasal spray is supplied in a 10 ml amber qlass vial with metered spray pump. The <bJ<aqueous solution contains <bH ' m of metoclo ramide h drochloride 
	41 

	OPQ-XOPQ-TEM-0001 v06 Page 2 Effective Date: February 1, 2019 
	monohydrate <b><> as the following inactive inQredients: citric acid monohydrate and sodium 
	4
	as well 

	41. 41 
	citrate di hydrate .<b><, benzalkonium chloride <bn
	4.4
	<b><sorbitol <b>< > edetate disodium dihydrate <bH> <b><> purified water <b><• Each pump actuation delivers 15 mg of metoclopramide in 70 µL of solution as a nasal spray. 
	41
	4
	41

	With the resubmission the applicant has addressed the following Drug Product related deficiencies from the CR Letter: 
	Product Quality/Device Quality 
	• .The applicant has reevaluated the acceptance criteria for the specification using batches manufactured at the proposed commercial strength, including for spray pattern and droplet size. The applicant has also added a test and acceptance criterion for actuation force to the finished product specification (as requested by CDRH). The provided specification is appropriately justified. 
	Additional Comment C 
	• .A shelf life of 24 months is supported. 
	o .The applicant originally proposed a shelf-life of :~~ months, however, given the uncertainty of the performance characteristics through <b><months due to the changes in testing facility, methods and criteria, only a 24 month shelf­life was granted. The applicant can request extensions of shelf life through annual reporting based on real-time stability data following an approved stability protocol. A 24 month shelf life was agreed to via an IR response dated April 17, 2020. 
	o .The applicant originally proposed a shelf-life of :~~ months, however, given the uncertainty of the performance characteristics through <b><months due to the changes in testing facility, methods and criteria, only a 24 month shelf­life was granted. The applicant can request extensions of shelf life through annual reporting based on real-time stability data following an approved stability protocol. A 24 month shelf life was agreed to via an IR response dated April 17, 2020. 
	o .The applicant originally proposed a shelf-life of :~~ months, however, given the uncertainty of the performance characteristics through <b><months due to the changes in testing facility, methods and criteria, only a 24 month shelf­life was granted. The applicant can request extensions of shelf life through annual reporting based on real-time stability data following an approved stability protocol. A 24 month shelf life was agreed to via an IR response dated April 17, 2020. 
	41 


	o .No out of specification (OOS) was observed through 3 months for any commercial batch under any storage condition. The 17 mg supportive stability batches likewise appear stable. The drop seen at 12 months for spray pattern across all 15 mg batches can be explained by a change in method and does not appear to be related to an undesirable stability trend. 
	o .No out of specification (OOS) was observed through 3 months for any commercial batch under any storage condition. The 17 mg supportive stability batches likewise appear stable. The drop seen at 12 months for spray pattern across all 15 mg batches can be explained by a change in method and does not appear to be related to an undesirable stability trend. 


	Additional Comment D 
	• .With the resubmission the new testing facility was incorporated into the resubmission. As such the comparability protocol proposed in the original submission (and discussed in the CRL) is now obsolete: 
	OPQ-XOPQ-TEM-0001 v06 Page 3 Effective Date: February 1, 2019 
	o .The new testing facility was qualified through the provided comparability report and has received an adequate facility recommendation. 
	Refer to the Drug Product Review for more information on the above 3 items. Refer to the CDRH summary for additional assessment of the Product Quality/Device Quality and Additional Comments A and B of the CRL. 
	Labeling: Inadequate 
	The Labeling of NOA 209388 is inadequate due to the deficiencies in Sections 3, 11, and 16 of the Pl. These labeling deficiencies were communicated to ONO labeling review team on April 9, 2020. 
	Recommendation: .This application is not deemed ready for approval in its present form .per 21CFR 314.125(b)(6) from the label/labeling perspective until the .deficiencies noted are satisfactorilv resolved. .
	Manufacturing: Adequate 
	-------------------,,.l\'4! 
	OPQ-XOPQ-TEM-0001v06 Page4 Effecti Date: February 1, 2019 
	ve

	Biopharmaceutics: Choose an item. 
	N/A .
	Microbiology (if applicable): Adequate 
	The original submission was reviewed for product quality microbiology in N209388MR01.doc (deemed adequate) dated 12/21/2018. The applicant has provided additional stability data in the resubmission and a cursory review of the resubmission was performed this review cycle. The recommendation remains adequate. 
	CDRH: Adequate 
	With the resubmission the applicant has adequately addressed the following Device related deficiencies from the CR Letter: 
	Product Quality/Device Quality The Applicant provided updated the acceptance criterion for droplet size dispersion (DSD) and justified it with the testing of 3 batches of drug using the final finished device and drug formulation (15mg). All samples were within the DSD acceptance criteria. 
	Additional Comment A During this review cycle the applicant provided additional data to further support their selected acceptance criterion for actuation force and agreed to lower the criterion to <b><f and committed to including the test in the product specification as a post marketing commitment, which was sufficient for the CDRH reviewer to recommend approval. 
	4

	In a late cycle IR response (18-MAY-2020) the Applicant added actuation force to the finished product specification (release and stability). The PMC as indicated in the CDRH review #2 below is no longer needed. 
	Refer to the updated drug product specification below. 
	Additional Comment B The applicant has provided acceptance criteria for the cap retention force of between <b><• This is an appropriate range for the amount of force used to remove the cap and no post approval comment is needed. 
	41 

	The overall recommendation from CDRH: Device constituent parts of the combination product are approvable. Refer to the CDRH review for more information. 
	OPQ-XOPQ-TEM-0001 v06 Page 5 Effective Date: February 1, 2019 
	Specification Provided 18-MA Y-2020 (SON 0039) 
	Table 1: Specification for Gimoti (:\Jetocloprarnicle Nasal Spray) 
	Parameter Appearance Packaging appearnnce Identification Potency assayRelated substances 
	1 

	Benzalkonium chloride content EDTA content 
	Figure
	Release Criteria 
	(b)(4t .
	?olut1on. 
	A! 

	10 cc amber glass bottle with (bl <nasal spray pump. No visible leakage or blemishes on container/closure. 
	41

	The retention time and the UV spectnun of the major peak in sample injection comply with that in reference standard injection. 
	(b)(4J (b)l4! •
	I 
	p flabel claun
	~ 
	Individual tmspecified impurities (b)~ 
	(b)(4) 
	Individual specified WiJ>urities 
	T al . . . ot unpunties1 
	T al . . . ot unpunties1 
	T al . . . ot unpunties1 
	Cbl<4Jo/<I o 

	I 
	I 
	(bll4> fl b 1 l .J° a e c aun 

	I 
	I 
	(b)(4} pf label claim 


	Droplet size distribution 
	Droplet size distribution 
	Droplet size distribution 
	D90:1 (1>)141 D50: DlO: SQan (b)(4) ·r)(4~ %1 11\TMT o 
	(b)(4J 

	Spray content uniformity 
	Spray content uniformity 


	OPQ-XOPQ-TEM-0001 v06 Page 6 Effective Date: February 1, 2019 
	Paramete1· 
	Release Crite1i.a 
	(b)(4 
	Pump delivery 
	Spray pattern 
	(b)l4) 
	Figure

	Actuation force 
	NMT: 
	NMT: 

	(b)(4 
	Specific gravity 
	-1 
	pH Minimum fill 
	Particulate matter 
	Microbial limit test 
	(b)(4) 
	Conforms to USP. Labeled amount! 
	l 
	(b} -' (b)(4) 
	Figure

	:::: 
	(4F : NMI per bottle .fllll'. NMf (b) <>per bottle.
	4

	:::: 
	Total aerobic microbial count: NMT'~,
	cfu/mL Total combined yeasts/mold.5 count NMT i:~cfo/mL Absence ofP. aemginosa (b~ Absence ofS. aureus (bl < > 
	4 

	(b)(4I 
	Absence ofB. cepac1a
	1 i 
	cfu = colony-forming unit; EDTA = ethylenediaminetetraacetic acid; ICH = International Conference on Harmonisatio~ LID/SID = longest/shortest internal diameter; NMT = not more than.; USP = United States Phannacopeia; UV = ultraviolet; wfv = weight/volume 
	1 
	Freebase .Sample packaging fill= 4.6 mL .
	C. Risk Assessment 
	From Initial Risk Identification 
	From Initial Risk Identification 
	From Initial Risk Identification 
	Assessment 


	OPQ-XOPQ-TEM-0001 v06 Page 7 Effective Date: February 1, 2019 
	Attribute/ CQA Metoclopram ide Assay 
	Attribute/ CQA Metoclopram ide Assay 
	Attribute/ CQA Metoclopram ide Assay 
	Factors that can impact the CQA Formulation, raw materials, container closure, process parameters, scale, equipment 
	Initial Risk Ranking L 
	Risk Mitigation Approach (b)(4 
	Final Risk Evaluati on L 
	Lifecycle Considerations/ Comments 

	Benzalkoniu m chloride content 
	Benzalkoniu m chloride content 
	Formulation, stability, container closure 
	L 
	L 

	EDTA Content 
	EDTA Content 
	Formulation, stability, container closure 
	L 
	L 

	spray content/dose uniformity 
	spray content/dose uniformity 
	device performance parameters 
	L 
	L 

	Droplet size distribution (DSD) Spray pattern 
	Droplet size distribution (DSD) Spray pattern 
	Device/actuator, viscosity of formulation 
	M 
	M 
	Review this data closely as shelf-life extensions are granted due to testing method and site change during the 2 review cycles (6­12 month data only provided) 

	Extractables / Leachables 
	Extractables / Leachables 
	Formulation, container closure, equipment 
	L 
	L 

	Actuation Force 
	Actuation Force 
	Device 
	L 
	L 

	Microbial limits 
	Microbial limits 
	Formulation, raw materials, process parameters, packaging defects 
	L 
	L 

	OPQ-XOPQ-TEM-0001 v06 
	OPQ-XOPQ-TEM-0001 v06 
	ective Date: February 1, 2019 


	(bf(4J 
	I .

	Particulates from .excipients .
	Particulates 
	L 
	L
	equipment, device .components .
	I 
	D. List of Deficiencies for Complete Response 
	1. Labelin Deficiencies 
	Section 3 
	(b)(4) 
	• .
	• .
	• .
	Remove 

	• .
	• .
	Revise section for clarity as indicated above 


	Section 11 
	• .
	• .
	• .
	Remove <b><from metoclopramide HCI 
	41


	• .
	• .
	List ingredients in alphabetical order 

	• .
	• .
	Revise product description for clarity 


	Section 16 
	• .
	• .
	• .
	Add dosage form 

	• .
	• .
	Remove <


	~----~.b><41 
	• .Revise storage conditions to read "Store at 20°c to 25°C (68°F to 77°F} excursions permitted 15°C to 30°C (59°F to 86°F} [see 
	USP Controlled Room Temperature]." 
	• .Revise section for clarity 
	The above deficiencies are currently under negotiation with the a licant. 
	Application Technical Lead Name and Date: Caroline Strasinger, PhD 512012020 
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	Figure
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	CHAPTER IV: LABELING 
	On 11-MAY-2020 agreed to changes proposed by ONDP for the Carton/Container and the applicant confirmed the desired presentation ofthe name is GIMOTi (metoclo11.ramidel nasal spraYJ and not GIMOTI (metoclopramide nasal spray). 
	1.0 PRESCRIBING INFORMATION 
	1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION .GIMOTI (metoclopramide nasal spray) .
	Initial U.S. Approval: YYYY .·····················DOSAGE FORMS AND STRENGTHS---··················· .
	Nasal Spray: 15 mg metoclopramide in each 70 microliter spray. ill 
	Item Information Provided in the NOA Product Title in Highlights Proprietary name GIMOTI Established name(s) (metoclopramide nasal spray) Route(s) of administration Nasal spray Dosage Forms and Strengths Heading in Highlights Summary of the dosage form(s) Nasal Spray: 15 mg and strength(s) metoclopramide in each in metric system. spray Assess if the tablet is scored. If N/A product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	Item Information Provided in the NOA Product Title in Highlights Proprietary name GIMOTI Established name(s) (metoclopramide nasal spray) Route(s) of administration Nasal spray Dosage Forms and Strengths Heading in Highlights Summary of the dosage form(s) Nasal Spray: 15 mg and strength(s) metoclopramide in each in metric system. spray Assess if the tablet is scored. If N/A product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	Item Information Provided in the NOA Product Title in Highlights Proprietary name GIMOTI Established name(s) (metoclopramide nasal spray) Route(s) of administration Nasal spray Dosage Forms and Strengths Heading in Highlights Summary of the dosage form(s) Nasal Spray: 15 mg and strength(s) metoclopramide in each in metric system. spray Assess if the tablet is scored. If N/A product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	Assessor's Comments ADEQUATE ADEQUATE On May 11, 2020 the applicant changed the presentation to (metoclopramide) nasal spray ADEQUATE INADEQUATE/ ADEQUATE Add volume of each spray (70 microliter) This was satisfactorily resolved on 5/ 11/ 20. 


	For injectable drug products for parental administration, use appropriate package t ype term (e.g., single-dose, multiple-dose, single-patient-use). Other package terms include pharmacy bulk package and imaging bulk package. 
	For injectable drug products for parental administration, use appropriate package t ype term (e.g., single-dose, multiple-dose, single-patient-use). Other package terms include pharmacy bulk package and imaging bulk package. 
	For injectable drug products for parental administration, use appropriate package t ype term (e.g., single-dose, multiple-dose, single-patient-use). Other package terms include pharmacy bulk package and imaging bulk package. 
	N/A 


	1.2 FULL PRESCRIBING INFORMATION 
	1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 
	Item Information Provided in the NOA DOSAGE AND ADMINISTRATION section Special instructions for product preparation (e.g., reconstitution and result ing concentration, dilution, compatible diluents, storage conditions needed to maintain the stability of the reconstituted or diluted product) 
	Item Information Provided in the NOA DOSAGE AND ADMINISTRATION section Special instructions for product preparation (e.g., reconstitution and result ing concentration, dilution, compatible diluents, storage conditions needed to maintain the stability of the reconstituted or diluted product) 
	Item Information Provided in the NOA DOSAGE AND ADMINISTRATION section Special instructions for product preparation (e.g., reconstitution and result ing concentration, dilution, compatible diluents, storage conditions needed to maintain the stability of the reconstituted or diluted product) 
	Assessor's Comments CMC defers to ONO/Patient Labeling for the appropriateness ofthese instructions. 


	1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 
	3 DOSAGE FO~ISAND STRENGTHS 
	(b)(4f (b)(4)-------------------­
	Item DOSAGE FORMS AND STRENGTHS section 
	Item DOSAGE FORMS AND STRENGTHS section 
	Item DOSAGE FORMS AND STRENGTHS section 
	Information Provided in the NOA 
	Assessor's Comments 

	Available dosage form(s) 
	Available dosage form(s) 
	Nasal spray 
	INADEQUATE For clarity revise as above 

	Strength(s) in metric system 
	Strength(s) in metric system 
	15mg 
	ADEQUATE 

	If the active ingredient is a salt, apply the USP Salt Policy per FDA Guidance 
	If the active ingredient is a salt, apply the USP Salt Policy per FDA Guidance 
	Not provided 
	15 mg metoclopramide is = (b)(4J J 
	I 

	TR
	Per ONO request and for clarity of the label, the equivalency statement is only included in section 11. 

	A description of the identifying characteristics of the dosage forms, including shape, color, coating, scoring, and imprinting 
	A description of the identifying characteristics of the dosage forms, including shape, color, coating, scoring, and imprinting 
	Aqueous solution in an amber glass bottle 
	ADEQUATE 

	Assess if the tablet is scored. If product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	Assess if the tablet is scored. If product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	N/A 

	For injectable drug products for parental administration, use appropriate labeling term (e.g., single-dose, multiple-dose, single-patient-use). Other package type terms include pharmacy bulk package and imaging bulk package. 
	For injectable drug products for parental administration, use appropriate labeling term (e.g., single-dose, multiple-dose, single-patient-use). Other package type terms include pharmacy bulk package and imaging bulk package. 
	Supplied in amber glass bottle fitted with a metered spray pump attachment. 
	INADEQUATE For clarity revise as above 


	1.2.3 Section 11 (DESCRIPTION) 
	11 DESCRIPTION 
	:ti.1etocfop:ram.ide hydrochloride, the active edient. mGilvIOTL is: a do amine-2 receptor -. Me-1 "d h ..fl---~11 "d (b)(4) ­
	antagowst · tC>c opramt e ywuu:.uon e is a whri:te, crystalline, odorless s.ubstance, foeely soluble in \·vater. [ts chemical name is: 4-amin'0-5­cbloro-N-[2-(diethylamin'O)eth:y]]-2-methoxy benzamide monohydrochloride monohydrate. 
	The molecular formula is C14~01·~0. Its molecular weight is 354-3. The structural formula is: 
	CH
	3 
	( CH 
	• HCl
	N /'-...._,/ N-......./ 3 .
	Cl H 

	Figure
	Gil\..fOTI (m.etocloprantide nasal spray) is for nasal administration. The prodiuc-t is supplied as a.g aqueous solution v.-'ith apH of:S-5 ± 0.5 in a <llmJlO mL amber gl~vw fittedwith ametered 
	4
	Figure

	attachment.I <bHTucli uni.t contains 9.8 mI <b><f 
	4

	(b)(4) 
	Each 70 microliter spray con~15 mg metoclopramide.,. ~equiv~~l!t__tp__!~-_7}__~_g-~f______
	1
	metoclopramide hydrochloride Inactive ingredients consist of p tric acid mono.hydrate, sodium citrate dihydrate, benzalkonium chloride,, sorbitol, edetate disodlium dihydcate, and (b><l 
	purified wat.ef-.:. 
	4

	Item Information Provided in the NOA DESCRIPTION section Proprietary and established GIMPOTI (metoclopramide name(s) nasal spray) Dosage form(s) and route(s) of Nasal spray, for nasal administration administration Ifthe active ingredient is a salt, 15 mg metoclopramide apply the USP Salt Policy and (equivalent to 17.73 mg of include the equivalency metoclopramide statement per FDA Guidance. hydrochloride, (b 114j) List names of all inactive citric acid monohydrate, ingredients. Use USP/NF names. sodium citr
	Item Information Provided in the NOA DESCRIPTION section Proprietary and established GIMPOTI (metoclopramide name(s) nasal spray) Dosage form(s) and route(s) of Nasal spray, for nasal administration administration Ifthe active ingredient is a salt, 15 mg metoclopramide apply the USP Salt Policy and (equivalent to 17.73 mg of include the equivalency metoclopramide statement per FDA Guidance. hydrochloride, (b 114j) List names of all inactive citric acid monohydrate, ingredients. Use USP/NF names. sodium citr
	Item Information Provided in the NOA DESCRIPTION section Proprietary and established GIMPOTI (metoclopramide name(s) nasal spray) Dosage form(s) and route(s) of Nasal spray, for nasal administration administration Ifthe active ingredient is a salt, 15 mg metoclopramide apply the USP Salt Policy and (equivalent to 17.73 mg of include the equivalency metoclopramide statement per FDA Guidance. hydrochloride, (b 114j) List names of all inactive citric acid monohydrate, ingredients. Use USP/NF names. sodium citr
	Assessor's Comments ADEQUATE On May 11, 2020 the applicant changed the presentation to (metoclopramide) nasal spray. ADEQUATE INADEQUATE Remove (b)(4) See Reformatting edits INADEQUATE List in alphabetical order ADEQUATE ADEQUATE 


	Other important chemical or 
	Other important chemical or 
	Other important chemical or 
	(bf(4J1 
	INADEQUATE 

	physical properties (such as pKa 
	physical properties (such as pKa 
	Request rewording of drug 

	or pH) 
	or pH) 
	product description. See edits 

	TR
	above. 


	1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
	u: BO\V SUPPLffiDlSTOR..\GE .Al'H> HA1."'{l)LING (bl <Jsolution of metoclopramide in ~10 mL Type 1 amber glass bott11e :fitted with a metered spray pump attachmenf: a protective cap, and! a safety clip. Each box ofGJD...fOTI_-(NDC 72089-307-15) contains 1 bottle, with FDA­
	GTh.fOTI (metoclopramidenasalsp.ray) is suppilied as a 

	approved Patient Labeling (see Instructions for Use for proper actuation ofthe device). (bl <deliver~ 15 mg ofmetoclopramide. Each bottle contains 9. 8 mL v.rhich 
	41

	(b)(4).-,--•
	Figure

	is sufficient for 4 \V•eeks of4 tunes a day use. 
	(b)(4) 
	Discard GIMOTI 4 weeks after opening even ifthe bottle contains unused medicine. 
	Information Provided in the 
	Item 
	Assessor's Comments 
	NOA 
	HOW SUPPLIED/STORAGE AND HANDLING section 
	HOW SUPPLIED/STORAGE AND HANDLING section 
	HOW SUPPLIED/STORAGE AND HANDLING section 

	Available dosage form(s) Not present 
	Available dosage form(s) Not present 
	INADEQUATE 

	TR
	Add nasal spray 


	Strength(s) in metric system 
	Available units (e.g., bottles of 100 tablets) 
	Identification of dosage forms, e.g., shape, color, coating, scoring, imprinting, NOC number 
	---·················································· 
	Assess if the tablet is scored. If product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	---·················································· 
	For injectable drug products for parental administration, use appropriate package type term (e.g., single-dose, multiple-dose, single-patient-use). Other package terms include pharmacy bulk package and imaging bulk package. 
	15mg 
	Each box contains 1 bottle, each bottle contains 9.8 ml 
	Solution of metoclopramide in 10 ml Type 1 amber glass bottle fitted with a metered spray pump attachment, a protective cap, and a safety cl ip. 
	N/ A 
	N/ A 
	N/ A 
	ADEQUATE 

	ADEQUATE 
	ADEQUATE 
	Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (ued) 
	Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (ued) 
	Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (ued) 
	Contin


	Item Special handling about t he supplied product (e.g., protect from light, refrigerate). If there is a statement to "Dispense in original container," provide reason why (e.g. to protect from light or moisture, to maintain stability, etc.) If the product contains a desiccant, ensure t he size and shape differ from the dosage form and desiccant has a warning such as "Do not eat." Storage conditions. Where applicable, use USP storage range rather than storage at a single t emperature. Latex: If product does 
	Item Special handling about t he supplied product (e.g., protect from light, refrigerate). If there is a statement to "Dispense in original container," provide reason why (e.g. to protect from light or moisture, to maintain stability, etc.) If the product contains a desiccant, ensure t he size and shape differ from the dosage form and desiccant has a warning such as "Do not eat." Storage conditions. Where applicable, use USP storage range rather than storage at a single t emperature. Latex: If product does 
	Information Provided in the NOA Assessor's Comments Discard Gimoti 4 weeks after ADEQUATE opening even if the bottle contains unused medicine. N/ A Ml4l INADEQUATE Revise to read: Store at 20°c to 2s0 c (68°F to 77°F) excursions permitted 1s0 c to 30°C (59 to 86°F) [see USP Controlled Room Temperature]. N/ A ADEQUATE N/A ADEQUATE 


	1.2.5 Manufacturing Information After Section 17 (for drug products) 
	Item 
	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments 

	Manufacturing Information After Section 17 
	Manufacturing Information After Section 17 

	Name and location of business (street address, city, state and zip code) of the manufacturer, distributor, and/or packer 
	Name and location of business (street address, city, state and zip code) of the manufacturer, distributor, and/or packer 
	Manufactured for Evoke Pharma Inc. by Path eon, a Division of Thermo Fisher 
	ADEQUATE 


	ASSESSMENT OF THE Pl: INADEQUATE The following Items should be addressed for the Pl. Refer to screen shots above for specifics of text and format. 
	Section 3 
	(ll) (~l
	• .
	• .
	• .
	Remove 

	• .
	• .
	Revise section for clarity as indicated above 


	Section 11 
	• .
	• .
	• .
	Remove (bJ<metoclopramide HCI 
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	• .
	• .
	List ingredients in alphabetical order 

	• .
	• .
	Revise product description for clarity as indicated above 


	Section 16 
	• .Add dosage form 
	(b)(4J 
	• .
	• .
	• .
	Remove 

	• .
	• .
	Revise storage conditions to read "Store at 20°C to 25°C (68°F to 77°F) excursions permitted 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature]." 

	• .
	• .
	Revise section for clarity as indicated above 


	2.0 PATIENT LABELING 
	2.0 PATIENT LABELING 
	N/A 
	3.0 CARTON AND CONTAINER LABELING 
	3.1 Container Label 
	3.1 Container Label 
	3 Page(s) of Draft [aoeling tiave oeen Wittltiela in Full as 154 (CCI/TS) immectiately following ttiis page 
	Item 
	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments about Carton Labeling 

	Proprietary name, established name, and dosage form (font size and prominence 
	Proprietary name, established name, and dosage form (font size and prominence 
	Gimoti (metoclopramide nasal spray) 
	ADEQUATE On May 11, 2020 the applicant changed the presentation to (metoclopramide) nasal spray 

	Dosage strength 
	Dosage strength 
	15 mg per spray 
	ADEQUATE 

	Route of administration 
	Route of administration 
	For nasal use only 
	ADEQUATE 

	If the active ingredient is a salt, include the equivalency statement per FDA Guidance 
	If the active ingredient is a salt, include the equivalency statement per FDA Guidance 
	Not present 
	INADEQUATE CbH4! This was satisfactorily resolved on 5/ 11/ 20. 

	Net contents (e.g. tablet count) 
	Net contents (e.g. tablet count) 
	Not present on container Carton states: Net Weight 50 g 112 sprays 
	INADEQUATE/ ADEQUATE Container: Include net content amount on label Carton: Net content amount should read 9.8ml 112 metered sprays This was satisfactorily resolved on 5/ 11/ 20. 

	" Rx only" displayed on the principal display 
	" Rx only" displayed on the principal display 
	Present 
	ADEQUATE 

	NOC number 
	NOC number 
	Present 
	ADEQUATE 

	lot number and expiration date 
	lot number and expiration date 
	Present on vial Serialization area noted on carton 
	ADEQUATE 


	^ƚŽƌĂŐĞ ĐŽŶĚŝƚŝŽŶƐ͘ /Ĩ ĂƉƉůŝĐĂďůĞ͕ 
	/E...Yh.d.ͬ$'(48$7( ŝŶĐůƵĚĞ Ă ƐƉĂĐĞ ŽŶ ƚŚĞ ĐĂƌƚŽŶ 
	^ƚŽƌĂŐĞ ĐŽŶĚŝƚŝŽŶ ƐŚŽƵůĚ ƌĞĂĚ͗ ůĂďĞůŝŶŐ ĨŽƌ ƚŚĞ ƵƐĞƌ ƚŽ ǁƌŝƚĞ ƚŚĞ 
	^ƚŽƌĞ Ăƚ ϮϬΣ. ƚŽ ϮϱΣ. ;ϲϴΣ& ƚŽ ŶĞǁ .h.͘ 
	ϳϳΣ&Ϳ ĞǆĐƵƌƐŝŽŶƐ ƉĞƌŵŝƚƚĞĚ ϭϱΣ. ƚŽ ϯϬΣ. ;ϱϵΣ& ƚŽ ϴϲΣ&Ϳ ΀ƐĞĞ h^W .ŽŶƚƌŽůůĞĚ ZŽŽŵ dĞŵƉĞƌĂƚƵƌĞ΁͘ 
	dŚŝƐ ǁĂƐ ƐĂƚŝƐĨĂĐƚŽƌŝůǇ ƌĞƐŽůǀĞĚ ŽŶ ϱͬϭϭͬϮϬ͘ 
	&Žƌ ŝŶũĞĐƚĂďůĞ ĚƌƵŐ ƉƌŽĚƵĐƚƐ ĨŽƌ 
	Eͬ. ƉĂƌĞŶƚĂů ĂĚŵŝŶŝƐƚƌĂƚŝŽŶ͕ ƵƐĞ ĂƉƉƌŽƉƌŝĂƚĞ ƉĂĐŬĂŐĞ ƚǇƉĞ ƚĞƌŵ ;Ğ͘Ő͕͘ ƐŝŶŐůĞͲĚŽƐĞ͕ ŵƵůƚŝƉůĞͲĚŽƐĞ͕ ƐŝŶŐůĞͲƉĂƚŝĞŶƚͲƵƐĞͿ KƚŚĞƌ ƉĂĐŬĂŐĞ ƚĞƌŵƐ ŝŶĐůƵĚĞ 
	...Yh.d. ƉŚĂƌŵĂĐǇ ďƵůŬ ƉĂĐŬĂŐĞ ĂŶĚ ŝŵĂŐŝŶŐ ďƵůŬ ƉĂĐŬĂŐĞ ǁŚŝĐŚ ƌĞƋƵŝƌĞ ͞EŽƚ ĨŽƌ ĚŝƌĞĐƚ ŝŶĨƵƐŝŽŶ͟ ƐƚĂƚĞŵĞŶƚ͘ YƵĂŶƚŝƚĂƚŝǀĞ /ŶŐƌĞĚŝĞŶƚ 
	Figure

	EŽƚ ĂŶ ŝŶũĞĐƚĂďůĞ ŚŽǁĞǀĞƌ 
	/E...Yh.d.ͬ$'(48$7( /ŶĨŽƌŵĂƚŝŽŶ ;ŝŶũĞĐƚĂďůĞƐͿ 
	ŝŶŐƌĞĚŝĞŶƚƐ ĂƌĞ ůŝƐƚĞĚ 
	ŝŶŐƌĞĚŝĞŶƚƐ ĂƌĞ ůŝƐƚĞĚ 
	&Žƌ ƚŚĞ .ĂƌƚŽŶ͗ >ŝƐƚ ŝŶŐƌĞĚŝĞŶƚƐ ŝŶ ĂůƉŚĂďĞƚŝĐĂů ŽƌĚĞƌ 

	dŚŝƐ ǁĂƐ ƐĂƚŝƐĨĂĐƚŽƌŝůǇ ƌĞƐŽůǀĞĚ ŽŶ ϱͬϭϭͬϮϬ͘ 
	/Ĩ ĂůĐŽŚŽů ŝƐ ƉƌĞƐĞŶƚ͕ ŵƵƐƚ 
	Eͬ. ƉƌŽǀŝĚĞ ƚŚĞ ĂŵŽƵŶƚ ŽĨ ĂůĐŽŚŽů ŝŶ ƚĞƌŵƐ ŽĨ ƉĞƌĐĞŶƚ ǀŽůƵŵĞ ŽĨ ĂďƐŽůƵƚĞ ĂůĐŽŚŽů .Ăƌ ĐŽĚĞ 
	WƌĞƐĞŶƚ 
	WƌĞƐĞŶƚ 
	...Yh.d. 

	Figure
	Item 
	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments about Carton Labeling 

	Name of manufacturer/ distributor 
	Name of manufacturer/ distributor 
	Distributed by: Evoke Pharma, Inc Solana Beach, CA 92075 
	ADEQUATE 

	Medication Guide (if applicable) 
	Medication Guide (if applicable) 
	See Instructions for Use and Medication Guide before using this product 

	No text on Ferrule and Cap oversea I 
	No text on Ferrule and Cap oversea I 
	N/ A 

	When a drug product differs from the relevant USP standard of strength, quality, or purity, as determined by the application of the tests, procedures, and acceptance criteria set forth in the relevant compendium, its difference shall be plainly stated on its label. 
	When a drug product differs from the relevant USP standard of strength, quality, or purity, as determined by the application of the tests, procedures, and acceptance criteria set forth in the relevant compendium, its difference shall be plainly stated on its label. 
	N/ A 

	And others, if space is available 
	And others, if space is available 
	ADEQUATE 


	Assessment of Carton and Container Labeling: ADEQUATE The below deficiency items were addressed by the applicant on 11-MAY-2020. The Container/Closure Label is now adequate. 
	The following Items should be addressed for the Carton/Container The Below Comments Apply to Container (vial} and Carton: 
	1. Include the net contents on the vial in addition to the carton. Net content amount should read as follows: 
	9.8mL .112 metered sprays .
	The Below Comments Apply to Carton: 
	2. 
	2. 
	2. 
	2. 
	Include a salt equivalency statement and ensure the inactive ingredients appear in alphabetical order. Refer to the 

	belowforformat and content. Each 70 µL spray contains: metoclopramide ................................ 15 mg (equivalent to 17. 73 mg ofmetoclopramide hydrochloride) Inactive ingredients include benzallronium chloride, citric acid monohydrate, edetate disodium dihydrate, purified water, sodium citrate dihydrate, and sorbitol 

	3. .
	3. .
	Confinn location oflot number and expiration date 

	4. .
	4. .
	Storage condition should read: Store at 20°C to 25°C (68°F to 77°F) excursions pennitted l 5°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature}. 


	ITEMS FOR ADDITIONAL ASSESSMENT 
	LIST OF DEFICIENCES 
	Section 3 
	(b)(4J
	• .
	• .
	• .
	Remove 

	• .
	• .
	Revise section for clarity as indicated above 


	Section 11 
	• .
	• .
	• .
	Remove <b><metoclopramide HCI 
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	• .
	• .
	List ingredients in alphabetical order 

	• .
	• .
	Revise product description for clarity as indicated above 


	Section 16 
	• .Add dosage form 
	(b)(4)
	• .Remove .Revise storage conditions to read "Store at 20°C to 25°C (68°F to 77°F) excursions .
	• 
	permitted 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature]." Revise section for clarity as indicated above 
	• 
	OverallAssessment and Recommendation: On January 27, 2020, the Carton and Container deficiencies were communicated to the Applicant. The Applicant agreed to OPQ related Carton and Container deficiencies on MAY 11, 2020. However, the Labeling of NDA 209388 is inadequate due to the deficiencies noted below for Sections 
	3, 11, and 16 of the Pl. These remaining labeling deficiencies were communicated to OND 
	labeling review team on April 9, 2020. 
	Recommendation: 
	This application is not deemed ready for approval in its present form per 21CFR 314.125(b)(6) from the label/labeling perspective until the deficiencies noted above are satisfactorily resolved. 
	Primary Labeling Assessor Name and Date: 
	Caroline Strasinger, Ph.D. 12-MAY-2020 OPQ, ONDP, DNDP II, 84 
	Secondary Reviewer Name and Date (and Secondary Summary, as needed): 
	I agree with Dr. Strasinger's assessment of the labeling and labels and concur with her recommendation that this application is not deemed ready for approval until the deficiencies noted in the List of Deficiencies are satisfactorily resolved. 
	Moo-Jhong Rhee, Ph.D. 12-MA Y-2020 Chief, Branch 4 DNDP 11/0NDP/OPQ 
	Figure
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	5HIHUHQFH ,'. .......
	Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T____,rgj@~~ MICROBIOLOGY 
	IQA Review Guide Reference 
	Product Background: NDA: 209388 Drug Product Name I Strength: Gimoti™ (metoclopramide nasal spray)/15 mg Route ofAdministration: Nasal Applicant Name: Evoke Pha1ma Inc. 
	420 Stevens Avenue, Suite 370, Solama Beach, CA 92075 
	(b)(4) 
	Manufacturing Site: 
	Method ofSterilization: N/ A; the diug product is non-sterile 
	Review Recommendation: Adequate Theme (ANDA only): NIA Justification (ANDA only): NIA Review Summary: 
	List Submissions Being Reviewed: 6/1/2018, 12/14/2018 Highlight Key Outstanding Issues from Last Cycle: An IR dated 11/30/2018 to address minor deficiencies was conveyed to the applicant following Product 
	Quality Microbiolo2)' review. The information provided in the amendment dated 12/14/2018 in response to the IR is incorporated in the review. Remarks: N/ A Concise Description Outstandin2 Issues Remainin2: None Supporting Documents: N/A List Number ofComparability Protocols (ANDA only): N/A 
	OPQ-XOPQ-TEM-0001 v05 Page 1of12 Effective Date: October 15, 2017 
	Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T____,rgj@~~ 
	S Drug Substance Reviewer's Assessment: Adequate 
	The drug product is non-sterile. Therefore, microbiology review will not be conducted for drug substance. 
	P.1 Description of the Composition of the Drug Product 
	(bJ<4I 
	• Description of drug product -aqueous 
	--~~~~~~~~~~-
	-

	solution, multi-dose 
	• 
	• 
	• 
	• 
	Drug product composition ­

	a: Eomvalent to 15 me metoclopranude base per 70 ul actuation .._______('bJ<I

	• 
	• 
	Description of container closure system -The diug product is contained in a 10 


	Component 
	Component 
	Component 
	Amount 
	Amount 
	Amount per 
	Function 
	Quality 

	TR
	per bottle 
	per ml 
	70 µI 
	standa1·d 

	TR
	(mg) 
	(mg) 
	actuation 

	Metoclopramide 
	Metoclopramide 
	(b)(4 
	(m2) 17.73 
	API• 
	USP/EP 

	hvdrochloride' 
	hvdrochloride' 
	(b)(4~ 

	Citric acid monohydrate 
	Citric acid monohydrate 
	(bJ<4l 
	USP/EP 

	Sodium citrate dihydrate 
	Sodium citrate dihydrate 
	USP/EP 

	Benzalkonium chloride J (b)(4f Sorbitoll (b)(41-­i 
	Benzalkonium chloride J (b)(4f Sorbitoll (b)(41-­i 
	NF USP 

	Edetate disodium dihydrate 
	Edetate disodium dihydrate 
	USP/EP 

	Purified water 
	Purified water 
	USP/EP 


	4
	(bf(4f
	ml Type I amber glass bottle and mounted with a snap-on metered nasal spray pump with a protective cap and safety clip. 
	Description of primaiy packaging components 
	Com onent Glass bottle Descri tion Manufactm·er lOmlType l ~ I ..wee gl"'" bottle __J 1-N-as-al_s_p_ra_y--+·.~---~(' bJ<4f pump pump with safety chp and cap (b)(4) 
	Reviewer's Assessment: Adequate 9 Page(s) tias oeen Wittinela in Full as t54 (CCI/TS) immeaiately following ttiis page 
	OPQ-XOPQ-TEM-0001 v05 Page 2of12 Effective Date: October 15, 2017 
	Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T ____,rgj@~~ 
	Primary Microbiology Reviewer Name and Date: 
	Jianli Xue, Ph.D. Microbiologist CDER/OPQ/OPF/DMA 
	1212112018 
	Secondary Reviewer Name and Date (and Secondary Summary, as needed): 
	Neal J. Sweeney, Ph.D. Microbiologist CDER/OPQ/OPF/DMA 
	1212112018 
	OPQ-XOPQ-TEM-0001 v05 Page 12of12 Effective Date: October 15, 2017 
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	QUALITY ASSESSMENT C£LI£&~~ Recommendation: As of this review, this 505 (b)(2) NDA is not ready for Approval in its present form per 21 CFR314.125(b)(1) and 21 CFR 314.125(b)(6). 
	~le.#~~ 

	NDA 209388 
	OPQ Review #1 
	Drug Name/Dosage Fonn 
	Drug Name/Dosage Fonn 
	Drug Name/Dosage Fonn 
	Gimoti (metoclopramide) nasal spray 

	Strength 
	Strength 
	15 mg per actuation 

	Route ofAdministration 
	Route ofAdministration 
	Nasal spray 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	Applicant 
	Applicant 
	Evoke Pharma, Inc.; Solana Beach, CA 

	US agent, ifapplicable 
	US agent, ifapplicable 
	NIA 


	SUBMISSION(S) REVIEWED 
	SUBMISSION(S) REVIEWED 
	SUBMISSION(S) REVIEWED 
	DOCUMENT DATE 
	DISCIPLINE(S) AFFECTED 

	Original 
	Original 
	Jun 01 , 2018 
	OPQ 

	Amendment 
	Amendment 
	Aug 21, 2018 
	Drug Product 

	Amendment 
	Amendment 
	Sep 6, 2018 
	Drug Product 

	Amendment 
	Amendment 
	Oct 15, 2018 
	Drug Product 

	Amendment 
	Amendment 
	Dec 14, 2018 
	Drug Product 

	Amendment 
	Amendment 
	Feb 21 , 2019 
	Labeling 


	Quality Review Team 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Drug Substance 
	Drug Substance 
	Martin Haber 
	CDER/OPQ/ONDP/ DNDAPl/NDBII 

	Drug Product and Labeling 
	Drug Product and Labeling 
	Caroline Strasinger 
	CDER/OPQ/ONDP/ DNDPil/NDPBV 

	Process 
	Process 
	Yaodong Huang 
	CDER/OPQ/OPF/ DP AIII/P ABVIII 

	Microbiology 
	Microbiology 
	Jianli Xue 
	CDER/OPQ/OPF/ DMAIMABII 

	Facilities 
	Facilities 
	Yaodong Huang 
	CDER/OPQ/OPF/ DP AIII/P ABVIII 

	Regulato1y Business Process Manager 
	Regulato1y Business Process Manager 
	Oumou Barry 
	OMPT/CDER/OPQ/OPRO/DR BPMI/RBPMBI 

	Environmental Assessment (EA) 
	Environmental Assessment (EA) 
	Caroline Strasinger 
	CDER/OPQ/ONDP/ DNDPil/NDPBV 

	Application Technical Lead 
	Application Technical Lead 
	Hitesh Shroff 
	CDER/OPQ/ONDP/ DNDPil/NDPBV 


	QUALITY ASSESSMENT 
	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF# I Type (b)(4) Type II Type III Type III 
	DMF# I Type (b)(4) Type II Type III Type III 
	DMF# I Type (b)(4) Type II Type III Type III 
	Holder 
	I(b)(4 
	Item StatusReferenced (bJ<4l Active Active Active 
	Date Review Completed Dr. Donglei Yu, October 11, 2018, adequate Not reviewed, Info1mation provided in NDA Not reviewed, Info1mation provided in NDA 
	Comments LOA: Jan 26, 2016 LOA: Jan 5, 2018 LOA: Jan 5, 2018 

	Type III 
	Type III 
	Active 
	Not reviewed, Info1mation provided in NDA 
	LOA: July 7, 2016 


	B. Oher ocuments: , or sister avv ications
	t D IND RLD 
	' 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	IND 
	IND 
	25512 
	Metoclopramide (bf<4Jfor treatment of diabetic gastroparesis from Evoke Pharma. Active since June 6, 2002 


	2. CONSUL TS: .
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	NIA 

	Phannacology/Toxicology 
	Phannacology/Toxicology 
	NIA 

	CDRH 
	CDRH 
	Complete 
	Recommended for NOT APPROVAL for llie proposed indication 
	eb 7, 2019 
	LJr. Jacqueline Gertz K;DRHJODE/DAGRID/ KJHDB 

	Clinical 
	Clinical 
	NIA 


	QUALITY ASSESSMENT 
	Executive Summary .
	I. Recommendations and Conclusion on Approvability 
	The applicant has not provided sufficient CMC info1mation to assure the 
	identity, strength, purity, and quality of the diug product in te1ms of pump 
	perfo1mance of this combination diug product. 
	The Office of Process and Facilities (OPF) has made a final overall "Approval" recommendation for the facilities involved in this application. 
	The claim for the Categorical Exclusion for the Environmental Assessment is granted. 
	The labeling discussions are precluded from this review cycle. 
	Therefore, from the OPQ perspective, this NDA is not recommended for approval per CFR 314.125(b)(l) and CFR 314.125(b)(6), until above mentioned issues are satisfactorily resolved. (see the List of Deficiencies) 
	II. .Summary of Quality Assessments 
	A. .Product Overview .Metoclopramide is an antiemetic dopamine-2 receptor antagonist. .
	The reference listed diug, Reglan tablets, was approved in December 1980 (NDA 017854) from ANI Pharmaceuticals Inc., MN for gastroesophageal reflux and diabetic gastroparesis in adults. 
	Proposed Indication(s) including Intended Patient Population Duration of T1·eatment Maximum Daily Dose Alternative Methods ofAdministration 
	Proposed Indication(s) including Intended Patient Population Duration of T1·eatment Maximum Daily Dose Alternative Methods ofAdministration 
	Proposed Indication(s) including Intended Patient Population Duration of T1·eatment Maximum Daily Dose Alternative Methods ofAdministration 
	Metoclopramide nasal spray is indicated for the relief of symptoms in adult women with acute and recuffent diabetic gastroparesis. Acute and Rectment Diabetic Gastro12aresis Administer 15 mg, 30 minutes before each meal and at bedtime (maximum of60 mg per day) for 2 tor~weeks. 60 mg per day NIA 


	QUALITY ASSESSMENT 
	B. Quality Assessment Overview 
	Drug Substance: .The active ingredient, metoclopramide hydrochloride, is a white to almost white, .c1ystalline powder. It is freely soluble in water and ethanol. However, it's solubility .varies with pH. According to the manufacturer, there are no known polymo1phs of .the dmg substance. .
	Metoclopramide hydrochloride is manufactured by (bf<4J. The .detailed CMC information regarding manufacture, purification, analytical methods, .(b)(from the manufacturer. .A letter ofauthorization dated Januaiy 26, 2016 from the manufacturer was .included in the DMF. The DMF was last reviewed by Dr. Donglei Yu, October 11, .2018 and was deemed adequate. .
	sbucture elucidation and stability is provided in DMF 
	41

	Its chemical name is 4-amino-5-chloro-N-[2-(diethylamino)ethyl]-2-methoxy .benzamide monohydrochloride monohydrate. The moleculai· fo1mula is .C14H22ClN302•HCl•H20. Its molecular weight is 354.3. The sbuctural fo1mula is: .
	Figure
	The applicant has provided Certificate of Analyses (COA) ofmultiple batches of the dmg substance used in the clinical studies as well as registration stability testing. 
	The identity, purity and quality ofthe diug substance, metoclopramide h di·ochloride is controlled b (bHl 
	4

	(bJ<fhe di11g substance (bHi-moc-____ --hydi-oc-hloride monograph. The 
	41
	specification complies with 
	4

	-et__lopranu· de--­diug substance specification is deemed adequate per diug substance reviewer, Dr. Maiiin Haber. (See the Drug Substance review) 
	(ll) (~l
	The API is manufactured by , and the Office ofProcess and .Facilities (OPF) has made an "Adequate" recommendation for the diug .substance manufacturing and testing facility. (See the Facilities review) .
	Drug Product: .Metoclopramide nasal pump 15 mg_per actuation is supplied as 10 mL metered .
	l\41 1 . . 
	spray pump. The aqueous so ubon contams lllH> ofmetoclopramide hydi·ochloride monohydi·ate nas well as the following inactive ingredients: cib'ic 
	4 
	41 

	QUALITY ASSESSMENT 
	acid monoh ch·ate and sodium citrate dih ch·ate <bJ<, benzalkonium 
	41

	(bJ<4I d d' d' d'h _,_ (bf
	chloride , e etate 1so 1um 1 yw·ate <4J 
	44 
	<b><.....> and punfied water (b><. Each pump actuation delivers 15 mg 
	_____ 

	ofmetoclopramide in 70 µL ofsolution as a nasal spray. .The ch11g product is manufactured ~ 
	(bJ<
	41 
	. The .

	(bJ<4I
	manufacturinR,orocess consists of:J 
	(b)(4J 
	.....
	_______________

	<bl <Tue selection ofmanufacturing process, in-process controls, chug product release tests, and the executed batch records were deemed satisfacto1y. The whole chug product manufacturing process was reviewed and deemed adequate. (See Process review) 
	41 

	Microbiology sections containing antimicrobial effectiveness testing, overall 
	41
	manufacturing operation, microbial limit test method and method validation, in-use stability and stability of the chug product were reviewed and deemed adequate. (See Microbiology review) 
	Cn

	The overall control strategy for the ch11g_product to ensure the identity-i strength, . d l' b d I lll
	4

	punty an qua 1ty was ase OIJ , 
	,..,,,..) 
	n addition to USP 
	methods, the applicant also developed and 

	mstituted non-compendia! in-house analytical methods which were validated. 
	In addition to controlling the ch11g product, the pump perfo1mance such as ch·oplet size distribution, spray pattern, spray content unifo1mity and pump delive1y were also controlled in the ch11g product specification. These pump attributes are critical for consistent dose delive1y by the metered pump to assure the safety and efficacy. The chug product reviewer concluded that limited data provided for these attributes were not adequate for assuring a consistent dose delive1y. which may have compromised effic
	Overall, the CMC info1mation submitted in this application is deemed inadequate for assuring the statuto1y requirements for the ch11g product and, therefore, a recommendation ofnot approval ofthis NDA is made from the chug product perspective. (see Drug Product review) 
	QUALITY ASSESSMENT 
	Device: 
	Since this proposed diug is a combination diug product, CDRH was consulted 
	for further evaluation on the perfo1mance ofthe metered pump. 
	The CDRH assessed: 1) the metered pump perfo1mance; 2) biocompatibility 
	between the patient and pump components; and 3) release specification for the 
	device constituents; and concluded that the pump perfo1mance requirements are 
	not adequately met in te1ms ofcontrolling di·oplet size distribution and pump 
	actuation force; and therefore, not approval recommendation was made from the 
	CDRH perspective. (see CDRH Consult memo) 
	Facility: 
	The Office ofProcess and Facilities (OPF) has made an "Adequate" 
	recommendation for the di·ug product manufacturing and testing facilities. (See the 
	Facility review) 
	Environmental Assessment: 
	Evoke Pha1ma, Inc. claimed a categorical exclusion from the requirement to prepare 
	an Environmental Assessment under 21 CFR 25.31 (b) as the amount ofwaste to be 
	generated is expected to be small and no extraordina1y circumstances exist. The 
	claim was supported by an EIC estimate of' (bl\(less than 1 ppb) based on a 
	41

	peak sale for the next 5 years of <bf<4J per year. The claim ofa categorical 
	exclusion from the requirements ofan environmental assessment (EA) in 
	accordance with 21 CFR Paii 25.31 (b) was deemed acceptable. (See the Drug 
	Product review) 
	Labeling: .The labeling discussions are precluded from this review cycle .
	C. Lifecycle Management Consideration (NDA only) 
	Drug Substance: 
	• .Dmg substance confo1ms to the cunent USP monograph for metoclopramide hydi·ochloride. 
	Drug Product: 
	• .Upon resubmission, ALL proposed tests and acceptance criteria including the di·oplet sizes and other essential perf01mance characteristics for the commercial product specification should be suppo1ied by 3 batches of diug product using the selected commercial fo1mulation (including strength ofthe product) and the commercial device. 
	D. Special Product Quality Labeling Recommendations (NDA only) None 
	QUALITY ASSESSMENT 
	E. Final Risk Assessment (see the Attachment) 
	III. List ofDeficiencies: 
	Complete Response Deficiency: 
	The specification for the chug product is inadequate as insufficient evidence has been provided to ensure the combination product quality control and essential perfonnance characteristics of the device do not contribute to the observed clinical variability and lack of efficacy. Specifically, the method and acceptance criterion for ch·oplet size distribution are not deemed robust enough to guarantee consistent delive1y of the ch11g to the patient with each actuation. The variability of the proposed acceptanc
	Recommendation to Address the Deficiency: 
	Upon resubmission, all proposed tests and acceptance criteria including the ch·oplet sizes and other essential perfo1mance characteristics for the commercial product specification should be suppo1ied by 3 batches of chug product using the selected commercial foimulation (including strength of the product) and the commercial device. 
	Additional Comments: The following comments ai·e not approvability issues but should be addressed in the Resubmission. 
	• .
	• .
	• .
	We recommend that actuation force be considered an essential peif01mance requirement and to include a test and acceptance criterion for actuation force for the to-be-mai·keted combination product in the product release and stability specification. You should include verification and validation data to suppo1i that specification and describe why this force is appropriate for the intended user population. Alternatively, provide a rationale for why you do not consider actuation force an essential perfo1mance r

	• .
	• .
	You provided a specification for the lowest allowable cap removal force, but without the highest allowable cap removal force. This info1mation is recommended to demonstrate that the cap will not be too difficult for the user to remove. We recommend the upper cap removal force specification be defined. 

	• .
	• .
	A shelf-life of i:~ months is not suppo1ied. 


	QUALITY ASSESSMENT 
	Given the Complete Response is significantly related to efficacy, a refo1mulation, change in strength, or change in device may be anticipated upon resubmission of the application. In conjunction with the above info1mation regarding specification, upon resubmission, the proposed shelf life should be supported by 3 batches of the diug product using the selected commercial fo1mulation (including strength of the product) and the proposed commercial device. 
	• .It is deemed premature to agree to a reduced repo1i ing catego1y for an additional facility for release and stability testing as proposed in your comparability protocol. 
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	IQA Review Guide Reference 
	Product Background: NDA: 209388 Drug Product Name I Strength: Gimoti™ (metoclopramide nasal spray)/15 mg Route ofAdministration: Nasal Applicant Name: Evoke Pha1ma Inc. 
	420 Stevens Avenue, Suite 370, Solama Beach, CA 92075 
	(b)(4) 
	Manufacturing Site: 
	Method ofSterilization: N/ A; the diug product is non-sterile 
	Review Recommendation: Adequate Theme (ANDA only): NIA Justification (ANDA only): NIA Review Summary: 
	List Submissions Being Reviewed: 6/1/2018, 12/14/2018 Highlight Key Outstanding Issues from Last Cycle: An IR dated 11/30/2018 to address minor deficiencies was conveyed to the applicant following Product 
	Quality Microbiolo2)' review. The information provided in the amendment dated 12/14/2018 in response to the IR is incorporated in the review. Remarks: N/ A Concise Description Outstandin2 Issues Remainin2: None Supporting Documents: N/A List Number ofComparability Protocols (ANDA only): N/A 
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	Kiili~____Q_U_AL_I_T_Y_A_s_s_E_s_s_ME_N_T_____rgj@~~ 
	S Drug Substance Reviewer's Assessment: Adequate 
	The drug product is non-sterile. Therefore, microbiology review will not be .conducted for drug substance. .
	P.1 Description of the Composition of the Drug Product 
	(bJ<4I 
	• Description of drug product -aqueous 
	--~~~~~~~~~~-
	-

	solution, multi-dose 
	• Drug product composition ­
	Amount 
	Component Metoclopramide hvdrochloridl i-(b)(4) Citric acid monohydrate Sodium citrate dihydrate Benzalkonium chloride I (bl\4! Sorbitoll ~H4J--Edetate disodium dihydrate Purified water 

	Amount 
	Amount 
	Amount 
	Amount per 

	Function 

	Quality per bottle 
	70 pl 
	standa1·d (mg) 
	per ml 
	(mg) 
	actuation (m2)
	(b)(4 
	(bJ<l USP/EP 
	17.73 API• USP/EP 
	4

	USP/EP .NF .USP .
	USP/EP 
	USP/EP a: Equivalent to 15 mg metoclopranude base per 70 µl actuation. 
	(bf(4J 
	• Description of container closure system -The diug product is contained in a 10 
	(bf(4J
	ml Type I amber glass bottle and mounted with a snap-on metered nasal spray pump with a protective cap and safety clip. 
	Description of primary packaging components 
	Manufactu1·er
	Manufactu1·er
	Manufactu1·er
	Figure

	Com onent 

	Descri tion 

	(b)(4
	Glass bottle 
	10 ml Type 1 (bl\1 .amber glass b...,"''-__.!.
	4

	ottle _ 
	Nasal spray pump 
	Figure
	Reviewer's Assessment: Adequate 
	9 Page(s) tias oeen Wittitiela in Full as !'A (CCI/TS) immeaiately following ttiis page 
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	Primary Microbiology Reviewer Name and Date: 
	Jianli Xue, Ph.D. Microbiologist CDER/OPQ/OPF/DMA 
	1212112018 
	Secondary Reviewer Name andDate (and Secondary Summary, as needed): 
	Neal J. Sweeney, Ph.D. Microbiologist CDER/OPQ/OPF/DMA 
	1212112018 
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	Figure
	ATTACHMENT I: Final Risk Assessments 
	A. .Final Risk Assessment -NDA 209388 a) Dmg Product: Metoclopramide Nasal Spaiy, 15 mg per actuation 
	From Initial Risk Identification 
	Attribute/ .CQA .
	Assay 
	pH 
	pH 
	Factors that can impact the CQA 

	Fonnulation, Process Parameters 
	API Solubility, particle size 
	Initial .Risk .Ranking .
	M 
	M 
	Review Assessment 
	Lifecycle Risk Mitigation Approach 
	Final Risk Evaluation 
	Considerations/ Comments 
	(b)(4) 
	(b)(4) 
	The dose strength ofthe 

	None drug product is expected to be within the specification during the entire shelflife from product quality perspective. 
	None 
	The pH ofthe drug 
	None product is expected to remain within acceptable range during the shelflife ofthe product as demonstrated by the stability testing. 
	None 
	Bio burden 
	Pump Performance 
	Pump Performance 
	Fonnulation,Manufa cturing environment and processes 

	Pump performance parameters such as droplet size 
	distribution, spary content unifonnity, pump delivery and spary pattern. 
	M 
	M 
	Bioburden is controlled 
	None in the drug product at release and stability. 
	Low 
	(b) <4> The API must 
	conform to the USP monograph. 
	Figure

	Sufficent information on 
	Upon any change of droplet size distribution 
	pump, all pump for to-be marketed 
	performance product was not provided. 
	particularly for the dropletsizes and Thus consistent product 
	actuation 
	delivery could not be 
	delivery could not be 
	performance must be 

	assured which may affect 
	be carefully safety and efficacy. 
	evaluated with CDRH consult. Hiszh 
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	2. 
	PURPOSE/BACKGROUND 

	2.1. 
	2.1. 
	Scope 


	Evoke Pharma is requesting approval of the Gimoti  Nasal Spray.  The device constituent of the combination product is a nasal spray. 
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	CDER has requested the following consult for review of the device constituent of the combination product on 6/19/2018: 
	Review the device constituents of the combination product and pre-market facilities inspection. 
	The goal of this memo is to provide a recommendation of the approvability of the device constituent of the combination product. This review will cover the following review areas: 
	• 
	• 
	• 
	Device performance 

	• 
	• 
	Biocompatibility of the patient contacting components 

	• 
	• 
	Release Specifications for the device constituent 


	This review will not cover the following review areas: 
	• 
	• 
	• 
	Compatibility of the drug with the device materials 

	• 
	• 
	Human Factors 

	• 
	• 
	Sterility of the device constituent if applicable 


	The original review division will be responsible for the decision regarding the overall safety and effectiveness for approvability of the combination product. 
	2.2. Prior Interactions 
	CDRH has not interacted previously regarding this NDA. 
	2.3. 
	2.3. 
	2.3. 
	Indications for Use 

	3. 
	3. 
	ADMINISTRATIVE 


	Combination Product 
	Combination Product 
	Combination Product 
	Indications for Use 

	Gimoti 
	Gimoti 
	Acute and recurrent diabetic gastroparesis in adult women 

	Nasal Spray 
	Nasal Spray 
	Drug delivery 


	3.1. Documents Reviewed 
	Document Title 
	Document Title 
	Document Title 
	Date -Version 
	Location 

	32p24-container-closure­system.pdf 
	32p24-container-closure­system.pdf 
	3.2.p.2.4 

	specifications-1.pdf 
	specifications-1.pdf 
	3.2.p.5.1 
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	description-and­composition.pdf 
	description-and­composition.pdf 
	description-and­composition.pdf 
	3.2.p.1 

	container-closure­system-1.pdf 
	container-closure­system-1.pdf 
	3.2.p.7 

	container-closure­system-4. pdf 
	container-closure­system-4. pdf 
	3.2.p.7 

	Quality info1mation amendment -response to IR 
	Quality info1mation amendment -response to IR 
	009/1. 11.1 


	4. DEVICE DESCRIPTION AND PERFORMANCE REQUIREMENTS The following info1mation is located in 3.2.p.2.4 container closure system: 
	Gimoti is intended for the reliefofsymptoms in adult women with acute and recurrent diabetic gastroparesis. 
	The recommended Gimoti dose for the treatment of acute and recurrent diabetic gastroparesis is 15 mg 4 times daily 30 minutes before each meal and at bedtime. Gimoti is not recommended for use in adult men with acute and recurrent diabetic gastroparesis as benefit in this population has not been demonstrated. 
	The container closure system for Gimoti (metoclopramide nasal spray) comprises a JO mL Type I amber glass bottle closed with an (bJ<r nasal spray pump. This standard configuration was used throughout the developmentprogram and"WiTl also be used for commercial product. 
	4 

	Information on the commercial container closure system is summarized in Table 1 below. 
	Table 1: Commercial Primary Packaging Configuration 
	Component Container Spray ptunp 
	Component Container Spray ptunp 
	Component Container Spray ptunp 
	DesCI"iption 10 mL glass rolUld ambe <b> <4j 
	l\1anufacturer I Pr oduct Code I 
	DMF # Ml4 \0)\4 


	DMF = Drng Master File 
	The (b><j nasal spray pump, a commercially available unit, is an easy-to-use delive1y system that provides a repro""iliiable 70 pL dose (as demonstrated by pump delivery as part ofroutine product release testing) and is small enough to cany around in a pocket orpurse. The 10 mL bottle volume enables a 4-weeksupply ofdrug to 
	4 

	. (b)(4l (b)(4f
	be filled and the Type I[ amber glass 
	be filled and the Type I[ amber glass 
	(bl < >shelf-life of3 years at 
	4 


	--~--....-.~~~~~~~~~~~~~~~~~~~~~~~~~~---
	-

	controlled room temperature. 
	The image is located in 3.2.p. 7 document titled container-closure-system-4.pdf 
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	Evoke 
	Steps for using the device – information from instructions-for-use.pdf in 1.1.4 1time 
	st 

	1. 
	1. 
	1. 
	Remove the cap 

	2. 
	2. 
	Remove the safety clip 

	3. 
	3. 
	Prime the pump with 10 pumps (1 time only) 
	st


	4. 
	4. 
	Place the spray nozzle under one nostril tip 

	5. 
	5. 
	Aim the tip slightly away from the center of your nose, lean forward slightly 

	6. 
	6. 
	Close the other nostril with your other index finger 

	7. 
	7. 
	Press down on the finger flange while breathing in gently 

	8. 
	8. 
	Remove nozzle from nostril 

	9. 
	9. 
	Wipe nozzle with a clean tissue 

	10. 
	10. 
	Replace protective cap 

	11. 
	11. 
	Replace the safety clip 


	Device Characteristic Description / Specification Nasal Spray Name with spray actuator and safety clip 
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	Priming Dose / Volume 
	Priming Dose / Volume 
	Priming Dose / Volume 
	10 sprays 

	Container Fill Volume Pump Delivery (Spray Weight) Spray Pattern and Plume Geometry Shape Spray Content Uniformity (SCU) Droplet / Particle Size Distribution 
	Container Fill Volume Pump Delivery (Spray Weight) Spray Pattern and Plume Geometry Shape Spray Content Uniformity (SCU) Droplet / Particle Size Distribution 
	10mL 
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	Insertion Site / Depth Achievable Flow Rates* 
	Insertion Site / Depth Achievable Flow Rates* 
	Insertion Site / Depth Achievable Flow Rates* 
	N/A 

	Audible / Visual Feedback 
	Audible / Visual Feedback 
	N/A 

	Cap Removal Force 
	Cap Removal Force 
	kg; measured spec averages kg. there is no max cap removal force spec. Deficiency: You provided a specification for the lowest allowable cap removal force. You have not provided a specification for the highest allowable cap removal force. This information is recommended to demonstrate that the cap will not be too difficult for the user to remove. We recommend the upper cap removal force specification be defined. 

	Actuation Force 
	Actuation Force 
	Human factors study with to-be-marketed product. Specification not provided. Specification cannot be verified/validated by HF study if a spec isn’t provided Deficiency: We recommend that actuation force be considered an essential performance requirement. A specification for this requirement was not defined in the submission, and verification and validation data were not provided for the specification. Therefore, we recommend that you provide a specification for actuation force for the to be marketed form of

	Reliability (e.g. Emergency-Use Products ~99.99% Reliability) 
	Reliability (e.g. Emergency-Use Products ~99.99% Reliability) 
	N/A 

	Visibility of Medication Container* 
	Visibility of Medication Container* 
	Yes, bottle is amber 

	Last Dose Specifications and Safety Features* 
	Last Dose Specifications and Safety Features* 
	Safety features: Safety clip, cap Last dose testing: Actuated 3 units times to simulate initial prime and full course of administration. Doses were within SCU spec until between actuation . Droplet size distribution gets variable around sprays. 
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	Fill volume/weight is appropriate for the intended number of doses. Type of Use (e.g. single use, disposable, 
	Use for repeated doses from the same vial reusable, other) Intended user (e.g., self-administration, 
	Self-administration professional use, user characteristics and I or disease state that impact device use) 
	Mechanism ofAction (e.g., manual piston, 
	~ 
	spring, gas, etc.) 
	(llf<4I 
	Method ofActuation (e.g. compress plunger, 
	l 
	I .

	force against skin, button activated, etc.) Automated Functions 
	NIA 
	Dmg Container Type 
	Amber bottle Dose Units of Measure (e.g., mL, Units, mg, 
	Mg increments, etc.) Environments ofUse 
	Not professional setting-home, restaurant, car, etc. Storage Conditions and Date ofExpiry 
	3 years at controlled room temperature Graduation Marks I Fill Lines* 
	NIA 
	Preparation and administration ( desc1ibe all 
	Prime with I 0 sprays before first use that are applicable) Wrum to room temp p1ior to injection 
	• 
	• .
	• .
	• .
	Assembling components 

	• .
	• .
	P1ime steps 

	• .
	• .
	Setting dose .Skin prepru·ation steps (e.g., pinch skin, .


	• 
	inject through clothing, etc.) 
	• Etc . Electronics I Data transmission 
	NIA 
	• .
	• .
	• .
	Display 

	• .
	• .
	Control functions 

	• .
	• .
	Data transmission technology .Data being transfened.


	• 
	(ll) (~} 
	Material Composition *Typically rese1ved for multi-use nasal sprays 
	I 
	1 

	5. FILING REVIEW .
	CDRH pe1formed Filing Review 
	CDRH pe1formed Filing Review 
	CDRH pe1formed Filing Review 
	1:8:1 

	CDRH was not consulted prior to the Filing Date; therefore CDRH did not pe1fo1m a Filing Review 
	CDRH was not consulted prior to the Filing Date; therefore CDRH did not pe1fo1m a Filing Review 
	D 


	Table 4· Desi!ID Contrnl Doclllllentation Check 
	Design Control Requirement Signed/Dated Document Present Submission Location 
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	Design Requirements Specifications included in the NDA I BLA by the Combination Product Developer Design Ve1ification Data included in the NDA I BLA or adequately cross-referenced to a master file. Risk Analysis supplied in the NDA I BLA by the Combination Product Developer Validation Data • Human factors • Clinical data Traceability Documentation 
	Design Requirements Specifications included in the NDA I BLA by the Combination Product Developer Design Ve1ification Data included in the NDA I BLA or adequately cross-referenced to a master file. Risk Analysis supplied in the NDA I BLA by the Combination Product Developer Validation Data • Human factors • Clinical data Traceability Documentation 
	Design Requirements Specifications included in the NDA I BLA by the Combination Product Developer Design Ve1ification Data included in the NDA I BLA or adequately cross-referenced to a master file. Risk Analysis supplied in the NDA I BLA by the Combination Product Developer Validation Data • Human factors • Clinical data Traceability Documentation 
	Yes x x x x x x 
	No 
	Container-closure-system-I Container-closure-system-I Container-closure-system-I Container-closure-system-I Design histo1y file 


	Description ofDevice Constituent Essential Perfo1mance Requirements Filing Review Checklist Description Manufacturing Controls* (e.g. release specifications, incoming inspection, in-process controls, etc.) *Manufacturing Controls should provide confhmation that the attributes ofthe co-packaged syringe consistently meet the device requirements (e.g. dose accuracy, break loose I glide force, compatibilitv with tip cap). Letters of Authorization Pe1fo1mance Data Check Pump Delive1y (Spray Weight) Actuation For
	Description ofDevice Constituent Essential Perfo1mance Requirements Filing Review Checklist Description Manufacturing Controls* (e.g. release specifications, incoming inspection, in-process controls, etc.) *Manufacturing Controls should provide confhmation that the attributes ofthe co-packaged syringe consistently meet the device requirements (e.g. dose accuracy, break loose I glide force, compatibilitv with tip cap). Letters of Authorization Pe1fo1mance Data Check Pump Delive1y (Spray Weight) Actuation For
	Description ofDevice Constituent Essential Perfo1mance Requirements Filing Review Checklist Description Manufacturing Controls* (e.g. release specifications, incoming inspection, in-process controls, etc.) *Manufacturing Controls should provide confhmation that the attributes ofthe co-packaged syringe consistently meet the device requirements (e.g. dose accuracy, break loose I glide force, compatibilitv with tip cap). Letters of Authorization Pe1fo1mance Data Check Pump Delive1y (Spray Weight) Actuation For
	Yes x x x x x x x x x x x x Present No NIA x x 


	Reviewers comments: .The device paii of the NDA is fileable. .
	6. DESIGN CONTROL REVIEW 
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	6.1. Design Review Summary 
	The design inputs (requirements) and outputs of the combination product have been established. These are tabulated in Table 6. The inputs are predicated on patient needs as summarized above for the key aspects of the device constituent of the combination product. As part of this assessment, the Human Factors Evaluation (HFE) for the combination product was also reviewed (Gimoti Human Factors Assessment Report is detailed in Module 5.3.5.4). The design inputs and outputs adequately cover all the risks identi
	Figure
	6.1.1. Design Control Documentation Check 
	Design Control Requirement* 
	Design Control Requirement* 
	Design Control Requirement* 
	Signed/Dated Document Present 
	Submission Location 

	Yes 
	Yes 
	No 
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	Design Requirements Specifications included in the NDA / BLA by the Combination Product Developer 
	Design Requirements Specifications included in the NDA / BLA by the Combination Product Developer 
	Design Requirements Specifications included in the NDA / BLA by the Combination Product Developer 
	x 
	Container closure system 1 

	Design Verification Data included in the NDA / BLA or adequately cross-referenced to a master file. 
	Design Verification Data included in the NDA / BLA or adequately cross-referenced to a master file. 
	x 
	3.2.p.2.4 

	Risk Analysis supplied in the NDA / BLA by the Combination Product Developer 
	Risk Analysis supplied in the NDA / BLA by the Combination Product Developer 
	x 
	3.2.p.2.3 

	Validation Data 
	Validation Data 
	x 
	5.3.5.4 – Gimoti human factors assessment report 

	• Human factors • Clinical data 
	• Human factors • Clinical data 
	x 

	Traceability Documentation 
	Traceability Documentation 
	x 
	Container closure system 1 


	7. DESIGN VERIFICATION AND VALIDATION REVIEW 
	7.1. Summary of Design V&V Attributes 
	Design Verification / Validation Attributes 
	Design Verification / Validation Attributes 
	Design Verification / Validation Attributes 
	Yes 
	No 
	N/A 

	Validation of essential requirements covered by clinical and human factors testing 
	Validation of essential requirements covered by clinical and human factors testing 
	x 

	To-be-marketed device was used in the pivotal clinical trial? 
	To-be-marketed device was used in the pivotal clinical trial? 
	x 

	Selectable dose range on device matches the labeled dose range for the medication? 
	Selectable dose range on device matches the labeled dose range for the medication? 
	x 

	Verification methods relevant to specific use conditions as described in design documents and labeling 
	Verification methods relevant to specific use conditions as described in design documents and labeling 
	x 

	Device reliability is acceptable to support the indications for use (i.e. emergency use combination product may require separate reliability study) 
	Device reliability is acceptable to support the indications for use (i.e. emergency use combination product may require separate reliability study) 
	x 

	Traceability demonstrated for specifications to performance data 
	Traceability demonstrated for specifications to performance data 
	x 

	Adherence to FDA Guidance: Nasal Spray and Inhalation Solution, Suspension, and Spray Drug Products — Chemistry, Manufacturing, and Controls Documentation 
	Adherence to FDA Guidance: Nasal Spray and Inhalation Solution, Suspension, and Spray Drug Products — Chemistry, Manufacturing, and Controls Documentation 
	x 

	Adherence to FDA Guidance: Technical Considerations for Pen, Jet, and Related Injectors Intended for Use with Drugs and Biological Products (For nasal sprays that act as jet injectors or have ‘dial-a-dose’ 
	Adherence to FDA Guidance: Technical Considerations for Pen, Jet, and Related Injectors Intended for Use with Drugs and Biological Products (For nasal sprays that act as jet injectors or have ‘dial-a-dose’ 
	X 
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	capabilities) 
	capabilities) 
	capabilities) 

	Stability and simulated shipping / transport data adequately verifies device will meet essential performance requirements at expiry 
	Stability and simulated shipping / transport data adequately verifies device will meet essential performance requirements at expiry 
	x 


	Discipline -Specific Design Verification / Validation adequately addressed* 
	Discipline -Specific Design Verification / Validation adequately addressed* 
	Discipline -Specific Design Verification / Validation adequately addressed* 

	TR
	Consult needed 
	Consultant 
	Attributes Acceptable 

	TR
	Yes 
	No 
	N/A 
	Yes 
	No 

	Engineering (Materials, Mechanical, General) 
	Engineering (Materials, Mechanical, General) 
	x 

	Biocompatibility 
	Biocompatibility 
	x 
	CDER will be reviewing all of the patient/fluid contacting components 

	Sterility 
	Sterility 
	x 
	CDER will be reviewing the sterility of the primary container closure. 

	Software / Cybersecurity 
	Software / Cybersecurity 
	x 

	Electrical Safety / EMC 
	Electrical Safety / EMC 
	x 

	Human Factors 
	Human Factors 
	x 


	*Other discipline specific consults may be necessary based on product characteristics 
	Standards / Guidance Conformance 
	Standards / Guidance Conformance 
	Standards / Guidance Conformance 
	YES 
	NO 
	N/A 

	Adherence to FDA Guidance 
	Adherence to FDA Guidance 
	Infusion Pumps Total Product Life Cycle – Guidance for Industry and FDA Staff (2014) 
	X 

	Guidance for Industry and FDA Staff – Medical Devices with Sharps Injury Prevention Features (2005) 
	Guidance for Industry and FDA Staff – Medical Devices with Sharps Injury Prevention Features (2005) 
	X 

	Guidance for Industry and FDA Staff – Intravascular Administration Sets Premarket Notification Submissions (2008) 
	Guidance for Industry and FDA Staff – Intravascular Administration Sets Premarket Notification Submissions (2008) 
	X 

	Guidance for Industry and FDA Staff: Technical Considerations for Pen, Jet, and Related Injectors Intended for Use with Drugs and Biological Products (2013) 
	Guidance for Industry and FDA Staff: Technical Considerations for Pen, Jet, and Related Injectors Intended for Use with Drugs and Biological Products (2013) 
	X 

	Guidance for Industry Nasal Spray and Inhalation Solution, Suspension, and Spray Drug Products — Chemistry, Manufacturing, and Controls Documentation (2002) 
	Guidance for Industry Nasal Spray and Inhalation Solution, Suspension, and Spray Drug Products — Chemistry, Manufacturing, and Controls Documentation (2002) 
	x 

	Guidance for Industry and FDA Staff: Current Good Manufacturing Practice Requirements for Combination Products (2017) 
	Guidance for Industry and FDA Staff: Current Good Manufacturing Practice Requirements for Combination Products (2017) 
	X 

	Mobile Medical Applications Guidance for Industry and 
	Mobile Medical Applications Guidance for Industry and 
	X 
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	Food and Drug Administration Staff (2015) *This table does NOT include discipline specific Guidance / Standards that may be applicable to the review 
	7.2. Design Validation Review 
	Design Validation Attributes 
	Design Validation Attributes 
	Design Validation Attributes 
	Yes 
	No 
	N/A 

	Phase I/II/III Study utilized the to-be-marketed device 
	Phase I/II/III Study utilized the to-be-marketed device 
	X 

	Bioequivalence Study utilized to-be-marketed device 
	Bioequivalence Study utilized to-be-marketed device 
	X 

	Simulated Actual Use Study utilized to-be-marketed device 
	Simulated Actual Use Study utilized to-be-marketed device 
	x 


	7.3. Design Verification Review 
	Essential Performance Requirement 
	Essential Performance Requirement 
	Essential Performance Requirement 
	Specification 
	Verificat ion 
	Validation 
	Aging / Stability (Y/N) 
	Shipping/ Transportation (Y/N) 
	Lot Release Testing (Y/N) 

	Pump Delivery (Spray Weight) 
	Pump Delivery (Spray Weight) 
	Y 
	Y 
	Y 
	Y 
	Y 

	Residual Volume 
	Residual Volume 
	y 
	y 
	y 
	N 
	Y 

	Spray Pattern and Plume Geometry Shape 
	Spray Pattern and Plume Geometry Shape 
	Y 
	Y 
	Y 
	Y 
	Y 

	Spray Content Uniformity (SCU) 
	Spray Content Uniformity (SCU) 
	Y 
	Y 
	Y 
	Y 
	Y 

	Droplet / Particle Size Distribution 
	Droplet / Particle Size Distribution 
	Y 
	Y 
	Y 
	Y 
	Y 
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	Inse1t ion Depth Actuation 
	Inse1t ion Depth Actuation 
	No spec provided 

	force 
	(D)\4j y 
	Stability summary .From stability data-1 in 3.2.p.8.3: .
	Table 2: Summary ofFill Volumes Usecl Th1·ougllout Development 
	Table
	TR
	y 
	N 
	N 
	N 

	N 
	N 
	N 
	N 
	N 
	N 


	I .
	Dose Strength Drug ContenJ,~41 Dose Volume I Fill Volume <brl41lOmg 50 ~tL 14mg 70 ~tL I 15mg 70 ~tL I 16mg 70 ~tL I 17mg 70 ~tL I(b)(4) I 
	Essential 
	Specification .Performance .Requirement .
	(b)(4) 
	Pump Delive1y (Spray Weight) 
	Product concentration, time points 
	Product concentration, time points 
	Product concentration, time points 
	Passed? 

	3 batches (bJ<41mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 
	3 batches (bJ<41mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 

	'(b)(4l3 batches of mg/mL, l 4mg dose with 36 months at real time and 6 months accelerated 
	'(b)(4l3 batches of mg/mL, l 4mg dose with 36 months at real time and 6 months accelerated 
	y 

	3 batches (bJ<41mg/mL, IOmg with 36 months at real time and 6 months accelerated ageing. 
	3 batches (bJ<41mg/mL, IOmg with 36 months at real time and 6 months accelerated ageing. 

	3 batches ofj(bll4jmg/mL, 17mg dose with 9 months at real time and 6 months accelerated 
	3 batches ofj(bll4jmg/mL, 17mg dose with 9 months at real time and 6 months accelerated 

	1 batch of~bJ <4I mg/mL, 15 mg dose, completed 6 months accelerated and real time. 3 batches of(bl <41mg/mL, l 4mg dose with 36 months at real time and 6 months accelerated 
	1 batch of~bJ <4I mg/mL, 15 mg dose, completed 6 months accelerated and real time. 3 batches of(bl <41mg/mL, l 4mg dose with 36 months at real time and 6 months accelerated 
	y
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	Residual Volume 
	ICC1800512 NDA209388, Gimoti, Nasal Spray Evoke 
	ICC1800512 NDA209388, Gimoti, Nasal Spray Evoke 
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	3 batches (bll4)mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 
	3 batches (bll4)mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 
	3 batches (bll4)mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 

	3 batches o( (b> < 4l mg/mL, 17mg dose with 9 months at real time and 6 months accelerated 
	3 batches o( (b> < 4l mg/mL, 17mg dose with 9 months at real time and 6 months accelerated 

	1 batch of~bJ < 4r mg/mL, 15 mg dose, completed 6 months real time only. 
	1 batch of~bJ < 4r mg/mL, 15 mg dose, completed 6 months real time only. 

	Spray Pattern and Plume Geometry Shape 
	Spray Pattern and Plume Geometry Shape 
	(b)(4f 
	3 batches of(b>141mg/mL, 14mg dose with 36 months at real time and 6 months accelerated 
	y 

	3 batches (b)(-4)mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 
	3 batches (b)(-4)mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 

	3 batches ofi(b>14j mg/mL, 17mg dose with 9 months at real time and 6 months accelerated 
	3 batches ofi(b>14j mg/mL, 17mg dose with 9 months at real time and 6 months accelerated 

	Spray Content Unifonnity (SCU) 
	Spray Content Unifonnity (SCU) 
	1 batch oft11>>14lmg/mL, 15 mg dose, completed 6 months real time only. 3 batches of(b>141mg/mL, 14mg dose with 36 months at real time and 6 months accelerated 
	y 

	TR
	(b)(4f 
	3 batches (b)(-4)mg/mL, lOmg with 36 months at real time and 6 months accelerated ageing. 

	3 batches of < 6><41mg/mL, 17mg dose with 9 months at real time and 6 months accelerated 
	3 batches of < 6><41mg/mL, 17mg dose with 9 months at real time and 6 months accelerated 

	1 batch of~bJ < 4r mg/mL, 15 mg dose, completed 6 months real time only. t-D_ro_p_l_et_/_P_a-1t-ic-le--r0-9-d;::::::======.c~br-n~;:r -t--::­3-;­b-'at=-­c:-­h­es-o---;;fFn4jmg/mL, l 4mg dose Size Distribution DSO with 36 months at real time and 6 ,_Q_!Q months accelerated (b)(4,~ 3 batches[(bll4jmg/mL, lOmg with 36 
	1 batch of~bJ < 4r mg/mL, 15 mg dose, completed 6 months real time only. t-D_ro_p_l_et_/_P_a-1t-ic-le--r0-9-d;::::::======.c~br-n~;:r -t--::­3-;­b-'at=-­c:-­h­es-o---;;fFn4jmg/mL, l 4mg dose Size Distribution DSO with 36 months at real time and 6 ,_Q_!Q months accelerated (b)(4,~ 3 batches[(bll4jmg/mL, lOmg with 36 
	-
	-

	No Droplet size distribution did not pass for the "bJ<4rmg/mL or <bll41mg/mL fo1mulations. Only 6 months of real time ageing 
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	Figure
	Table
	TR
	months at real time and 6 months accelerated ageing. 3 batches of <6><41mg/mL, l 7mg dose with 9 months at real time and 6 months accelerated 1 batch of n41mg/mL, 15 mg dose, completed 6 months real time only. 
	was provided for thet'.J mg/ml to be marketed fo1mula. 

	Inse1tion Depth 
	Inse1tion Depth 
	l <bll4j mm 
	Not assessed 
	N -based on the iisk of the device, this won't be requrest 

	Actuation force 
	Actuation force 
	No spec provided 
	Not assessed 
	n 


	Reviewer 's comments: .Deficiency: The stability data included droplet size distribution, spray weight, spray content unifonnity, spray .pattern, and weight lost. The data did not include actuation force. We recommend that you include stability data .to demonstrate that the actuation force specifications are maintained over the shelflife of the product. .
	Deficiency: The long-te1m stability data provided in the submission demonstrates that in several instances, the droplet size .distribution is out ofspecification. Please conduct a root cause analysis and dete1mine the cause ofthe specification .failure. Implement any mitigation measures necessaiy to ensure the device is consistently within specification for the .entire shelflife of the product. Reconduct any testing necessa1y to suppo1t the changes including validation, stability, and .t:ranspo1tation. .
	From CDER: We previously agreed with the Applicant that we would consider the approach for folfilling stability.
	65
	4

	requirements and registration batches Cb> <>· <> <f I think it may be best to put them on notice that we don't feel their crite1ion are suppo1ted/justified because of the limited data for the commercial strength <b><>;\llll! 
	4
	5

	, still likely not appropriate, but a possible explanation). Then we can roll remaining inadequacies of the method and acceptance criterion/lack ofsuppo1t into the CR Letter (assuming it isn't efficacious nor Bioequivalent) and tell them in the CR letter they will need to justify new acceptance c1iterion for the proposed 
	(b) (4), (b) (5!
	commercial strength and fo1mulation 
	--~~~~~~~~~~~~~~~~~~~~~~~~~~~~
	-

	-and to do that with three commercial batches through 12 months. 
	Also, they have provided method validation for droplet size; the validation protocol and rep01t are in 3.2.P.5.3-16 and 
	3.2.P.5.3-17 respectively (It was validated each time there was a strength change), so I am afraid if we just ask them that, 
	they will just respond with a link to the repo1t again. 
	(b)(4f 
	Revised deficiencv: We acknowledge__v.:our proposed strate_gv of 
	(bl\4! 
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	.ci----------------Ml4jI
	_L 

	'' 
	CR.ddidern:.v· We..acJmmNle_d1:r_e_youc.nronosed_sf:rategy o----~'
	~u Ml. 
	4

	Page 18 of27 
	7.3.1. Biocompatibility Review 
	Biocompatibility Review Instructions 
	From GSR section 1.2 cover letters, doc original application reviewers guide. 
	FDA cleared device with the same materials from the same manufacturer and for similar intended use. Therefore, the patient-contacting materials are biocompatible during the intended use of this device. Additionally, CDER will be reviewing all fluid path components. 
	8. DISCIPLINE SPECIFIC SUB-CONSULTED REVIEW 
	8.1. CDRH Compliance .Compliance email from Isabel Tejero, Lead consumer safety officer dated 7/25/2018: .
	I'm triaging this consult. This is a nasal spray for reliefofsymptoms in adult women with acute and recurrent diabetic gastroparesis, and won't need a compliance consult. I will complete the consult today. Isabel 
	9. RISK ANALYSIS 
	9.1. Risk Analysis Attributes 
	Risk Analysis Attributes 
	Risk Analysis Attributes 
	Risk Analysis Attributes 
	Yes 
	No 
	NIA 

	Risk analysis conducted on the combination product 
	Risk analysis conducted on the combination product 
	x 

	Hazards adequately identified (e.g. FMEA, FTA, post-market data, etc.) 
	Hazards adequately identified (e.g. FMEA, FTA, post-market data, etc.) 
	x 

	Mitigations are adequate to reduce risk to health 
	Mitigations are adequate to reduce risk to health 
	x 

	Version histo1y demonstrates iisk management throughout design I development activities 
	Version histo1y demonstrates iisk management throughout design I development activities 
	x 


	9.2. .
	Summary of Risk Analysis 
	~~~~~~~~~~~~~~____, 
	Pumps Appearance scu Elemental Im m-ities Particulate Matter Microbial quality Spray Pattern 
	Ifdamaged may impact integi-ity ofcontainer closure system 
	Ifdamaged may impact integi-ity ofcontainer closure system 
	Ifdamaged may impact integi-ity ofcontainer closure system 
	L 

	Pmup is the delivery system ofthe FP for con-ect dosing High elemental impm-ities may be a safety conce1n Presence ofparticulates could lead to presence in the finished product but content relatively low "Ptunp microbial quality is impacting the microbial quality ofthe fmished product. Nevertheless the mate1fal from the supplier has been used in several production without microbial issue detected linked to this matei-ial 
	Pmup is the delivery system ofthe FP for con-ect dosing High elemental impm-ities may be a safety conce1n Presence ofparticulates could lead to presence in the finished product but content relatively low "Ptunp microbial quality is impacting the microbial quality ofthe fmished product. Nevertheless the mate1fal from the supplier has been used in several production without microbial issue detected linked to this matei-ial 
	L L L M 

	Pmup is the delivery system ofthe FP 
	Pmup is the delivery system ofthe FP 
	L 
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	---------------t----------,,,·n4ir-·-------. 
	Figure

	DSD 
	DSD 
	Pump is the delivery system ofthe FP 

	L 
	Reviewer's comments: .All device related risks have been mitigated through control at receipt, stability testing, and release .testing. .
	IO.LABELING 
	10.1. Device Labels 
	The following information is located in 1.14-labeling/ draft/carton and container ­
	Carton: 
	Vial: 
	2 Page(s) of Draft [ al::>eling liave oeen Witliliela in Full as t54 (CCI/TS) immeaiately following Page 20 of27 this page 
	ICC 1800512 NDA 209388, Gimoti, Nasal Spray Evoke 
	10.3. Warnings/Precautions/Contraindications No device related wamings/precautions/cont:raindications 
	Reviewer Comment The labeling is acceptable 
	11.DESIGN TRANSFER ACTIVITIES -RELEASE SPECIFICATION The following release specifications are included for the device constituent within eCTD Module 3.2.P.5.l ­specification-1: 
	Table 1 Specification for Gimoti Nasal Spray 
	Parameter Appearance 
	Parameter Appearance 
	Parameter Appearance 
	A j 
	Release Criteria <bJ <4lsolution 

	Packaging appearance 
	Packaging appearance 
	10 cc amber glass bottle with <6mr nasal spray pump. No visible leakage or blemishes on container/closure. 

	Identification: 
	Identification: 
	The retention time and the UV spectmm ofthe major peak in sample injection comply with that in reference standard injection. 

	Potency assay1 
	Potency assay1 
	I 
	(bf(4~%( 
	<6><4~%w/v) oflabel claim 

	Related substances 
	Related substances 
	Individual unspecified impmities ~ (bJ<41% Individual specified impurities ~E:J Total impurities ~[~~% 

	Benzalkonium chloride content EDTA content 
	Benzalkonium chloride content EDTA content 
	I I 
	(bf(4~%1 (bf<'II%j 
	<6><4~%w/v) oflabel claim <bJ<~%w/v) oflabel claim 

	Droplet size dist.Iibution 
	Droplet size dist.Iibution 
	D90 < µm: DSO < µm: DlO < µm: Span: r-(b><4J 

	TR
	%~µm : NMTE.'.j% 
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	Spray content unifonnity 
	Spray content unifonnity 
	Spray content unifonnity 
	(b)(4f (bJ<4I 

	Pump delivery 
	Pump delivery 

	Spray pattern 
	Spray pattern 

	Specific gravity 
	Specific gravity 

	pH 
	pH 
	5.5 ± 0.5 

	Minimum fill 
	Minimum fill 
	Conforms to USP. Labeled amount 9.8 mL. 

	Particulate matter 
	Particulate matter 
	2: ~~~ ~tm: NMT [ '.6 n41 per bottle 2: mµm: NMT lb> < 4j per bottle 
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	Microbial limit test 
	Microbial limit test 
	Microbial limit test 
	Total aerobic microbial count: NMT <b><4 > cfu/mL Total combined yeasts/molds count: NMT[,lli cfu/mL Absence ofP. aen,{,ginosa (bl <4f Absence ofS. aureus (bl <4 > Absence ofB. cepacia <b><4l 


	cfu = colony-fonning unit; EDTA = ethylenediaminetet:raacetic acid; ICH =International Conference on Hrumonisation; LID/SID = longest/sho1test internal diruneter; NMT = not more than; USP = United States Pha1macopeia~ UV = ultraviolet; w/v =weight/volume 
	(6)14l 
	Reviewer's comments: 
	The release specifications include: 
	Spray pattern, pump deliver/dose accuracy/potency assay, spray content uniformity, droplet size .distribution. All specifications are the same for release and for all the other testing. The release .specifications do not include, actuation force. This should be included. .Potency assay = spray weight/dose accuracy. .
	Deficiency: Release criteria should include all the essential perfo1mance requirements for the combination .product. The release criteria for this product includes testing of the spray content unifo1mity, pump delive1y, .droplet size distribution, and spray pattern. Actuation force was not included and is considered an essential .pe1fo1mance requirement. We recormnend that you update the release specifications to include actuation .force. Alternatively, provide info1mation showing how you will control the p
	12.INTERACTIVE REVIEW 
	12.1. Filing Information Requests 
	The actuation pru·runeters ofspray pattern, droplet/pa1ticle size distiibution, and spray weight were all defined, ve1ified .and validated in the submission. Discussion or testing ofthe actuation force for the spray pump could not be located in the .submission. This info1mation is impo1tant to ensure the nasal spray pump is appropriate for the user population. Please .provide actuation force testing for the to be marketed fo1m of the combination product. .
	Sponsor's response received 9/6/2018: .Referenced an FDA cleru·ed device with the same materials from the same manufacturer for a similru·intended use. .Human factors study with to-be-mru·keted product. They did not provide an actuation force specification. .
	12.2. 74-Day letter Information Requests 
	Are there 74-Day Letter info1mation requests? D No D Yes Page 25 of27 
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	12.3. Mid-Cycle Information Requests 
	(b)(4f 
	1. .We acknowledguour proposed strategy_Qfj 
	(b)(4) 
	2. .Provide updated stability data for all strengths. 
	12.4. Interactive Review 
	Are there other interactive review info1mation requests? D No D Yes 
	13.COMPLETE RESPONSE DEFICIENCIES 
	The following outstanding unresolved info1mation requests should be communicated to the Sponsor as part of the CR Letter: 
	CDRH Info1mation Request 
	(b)(4f 
	1. .We acknowledge your proposed strntegy~ 
	(6) (4) 
	We recommend that you submit updated stability data to demonstrate that the to be marketed product will meet the specifications after stability testing. 
	2. .We recommend that actuation force be considered an essential perfo1m ance requirement. A specification for this requirement was not defined in the submission, and verification and validation data were not provided for the specification. Therefore, we recommend that you provide a specification for actuation force for the to be marketed form ofthe combination product along with verification and validation data 
	Page 26 of27 
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	to support that specification. Please describe why this force is appropriate for the intended user population. Alternatively, provide a rationale for why you do not consider actuation force an essential performance requirement for the device constituent. 
	3.. 
	3.. 
	3.. 
	The stability data included droplet size distribution, spray weight, spray content uniformity, spray pattern, and weight lost. The data did not include actuation force. We recommend that you include stability data to demonstrate that the actuation force specifications are maintained over the shelf life of the product. 

	4.. 
	4.. 
	Release criteria should include all of the essential performance requirements for the combination product. The release criteria for this product includes testing of the spray content uniformity, pump delivery, droplet size distribution, and spray pattern. Actuation force was not included and is considered an essential performance requirement. We recommend that you update the release specifications to include actuation force. Alternatively, provide information showing how you will control the product to assu

	5.. 
	5.. 
	You provided a specification for the lowest allowable cap removal force. You have not provided a specification for the highest allowable cap removal force. This information is recommended to demonstrate that the cap will not be too difficult for the user to remove. We recommend the upper cap removal force specification be defined. 


	14.RECOMMENDATION 
	14.1. Recommendation to CDER 
	CDRH is recommending that the device constituent of the combination product is not approvable for the proposed indication due to no provided actuation force specification, stability testing, or release criteria. Additionally, droplet size distribution specifications were not met in the stability testing.  See Section 13 for the deficiencies to include in the complete response letter. 
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