
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

213535Orig1s000 
 

PRODUCT QUALITY REVIEW(S) 
 



~ U.S. FOOD & DRUG 
• ADMI NISTRATION 

RECOMMENDATION: Approval 

Drug Product Name 

Dosage Form 
Strength 

Route of Administration 
Rx/OTC Dispensed 
Applicant 

US agent, if applicable 

Discipline 
Drug Substance 

Drug Product 
Manufacturing 

Microbiology 
Biopharmaceutics 

Regulatory Business 
Process Manager 

Application Technical 
Lead 

Quality Surveillance 
Laboratory (OTR) 

Environmental 

Submission(s) 
SD-3, Original NOA 

SD-6, Unsolicited 
amendment/stability 

SD-8, Response to IR 

SD-10, Response to IR 

SD-17, Response to IR 

Reference ID: 4606963 

NOA 213535 
Review #1 

Evrysdi (risdiplam) 

For oral solution 

60 mg for 0.75 mg/ml solution 

Oral 

Rx 

Genentech Inc. 

NIA 

QUALITY TEAM 

Primary Assessment Secondary Assessment 
Rohit Tiwari Suong Tran 

Andrei Ponta Julia Pinto 
Sydney Choi Nallaperumal Chidambaram 

Yan Zheng El izabeth Bearr 

NIA NIA 

Dahlia Walters I Kelly Ballard 

Martha Heimann 

Luis Carrion 

NIA NIA 
NIA NIA 

Document Date Discipline(s) Affected 
9/17/2019 All 

10/15/2019 Drug Substance, Drug Product 

11/8/2019 Microbiology 

11/22/2019 Microbiology 

1/29/2020 Microbiology 



Submission(s) Document Date Discipline(s) Affected 

SD-19, Response to IR 212812020 Microbiology 

SD-20, Labeling 212812020 Drug Product 

SD-21, Labeling 31612020 Drug Product 

SD-22, Response to IR 31912020 Drug Product 

SD-23, Response to IR 3/12/2020 Manufacturing 

SD-24, Response to IR 3/31/2020 Microbiology 

SD-26, Response to IR 41712020 Manufacturing 

SD-27, Response to IR 4/15/2020 Manufacturing 

NOA 213535 Page2 51812020 

Reference ID: 4606963 



QUALITY ASSESSMENT DATA SHEET 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF# Type Holder Item Referenced Status 
Date 

Comments 
Assessed 

(b)(4 (bf('l 
Adequate 

IV - NIA information in NOA 

Ill ---- N/A 
Adequate 
information in NOA 

Ill N/A 
Adequate 
information in NOA 

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

Document Application Number Description 

IND 128972 Development of risdiplam for treatment of spinal 
muscular atroJ2.b.Y 

I 
1ul!'l

1 

2. CONSULTS 

None 

NOA 213535 Page 3 51812020 

Reference ID: 4606963 



EXECUTIVE SUMMARY 

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY 

The OPQ review team recommends APPROVAL of NOA 213535, EVRYSDI 
(risdiplam) for oral solution. The application, as amended, provides adequate 
information to ensure that the applicant can consistently manufacture a product that 
is suitable for use by the intended patients. 

II. SUMMARY OF QUALITY ASSESSMENTS 

A. Product Overview 

Spinal muscular atrophy (SMA) is a debilitating, and often fatal disease that impacts 
a multitude of patients from newborns to adults. Severity of SMA ranges from the 
most severe form (SMA 1) to a mild form (SMA4 ). SMA 1 is often is fatal in neonates 
and infants, whilst patients with SMA4 may have mild muscle weakness and a 
normal life expectancy. There are two approved treatments for SMA, Spinraza 
(nusinersen) and Zolgesma. Nusinersen is an antisense oligonucleotide that 
administered by intrathecal infusion. Zolgesma is a one-time gene therapy indicated 
for patients up to age 24 months. 

The applicant, Genentech, has developed risdiplarp,i new m.olecular entity, as an oral 
dosage form for treatment of SMA. Risdiplam is a1 <bf<

4
' small molecule, survival 

of motor neuron 2 (SMN2) pre-mRNA splicing modififil.l f approved, risd iplam would 
be the only oral treatment for SMA, and would allow for treatment of patients who 
are inel igible for treatment with Spinraza or Zolgesma. The product is formulated as 
a powder for oral solution to be constituted with Purified Water or Water for Injection 
by the pharmacist before dispensing. The proposed in-use period is 64 days, for 
constituted product stored at 5°C. 

Key factors for the OPQ review include the robustness of the drug substance and 
drug product manufacturing processes given the applicant's short development 
timeline. For the drug substance, the comparability of two processes used to 
manufacture the primary registration batches to the pro osed commercial process 
was a key concern. For the drug_ reduct 111n" 
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Proposed indication including Treatment of spinal muscular atrophy (SMA) 
intended patient population in pediatric and adult patients. 

Duration of treatment Chronic 

Maximum daily dose 5 mg 

Alternative methods of 
None 

administration 

8. Quality Assessment Overview 

Note: NOA 213535 was reviewed as part of the ICH 012 Established Conditions 
(EC) Pilot Program. The applicant proposed ECs for drug substance and drug 
product manufacture as part of the product lifecycle management plan. The ECs 
were evaluated by the respective reviewers and discussed with other OPO 
stakeholders including OPPO and OLDP. Refer to the Drug Substance and 
Manufacturing reviews for details. 

Drug Substance: Adequate 

The active ingredient, risdiplam, is a (bJ'.j small molecule that is manufactured 
----.·-,,.-,-.--.--.-.(Df:J The drug subs ance 1s a light yellow or greenish-yellow 
powder that is soluble in acidic aqueous media. 

Risdiplam is manufactured 
The applicant prov1aed suffic1en manuracruring 

rocess informa fon. Th_e_m_a-nufacturing process consistently reduces (Df<4 

to ensure drug product 
manuractura61TilY:-l~Jei_t,..h_e_r_p_o'l_y_m_o_r__,ph'-.i-c-.... o- r""""m nor particle size are critical quality 

lf>Tf41 

attributes for the drug product because the product is constituted with water to form 
an oral solution prior to dispensing. 

Risdiplam is adequately characterized by standard analytical methods and the data 
supports the proposed structure. The proposed acceptance criteria for all specified 
related substances impuritiesl (blf

4 the qualification threshold as per ICH 03 A 
(NMT r:_:j each). The appllcanr s manufacturing process, in-process controls, 
control o critical steps and the manufacturing process development data ensure 
that these impurities are maintained at the proposed criteria. Based on the 
applicant's risk assessment elemental impurities resulting from <bn

4 used in the 
manufacturing process <b><4l are a equa ely 6n41 

<b><
4
> controlled per ICA 030. Residual so vents 

are con rolled per IGR 03C HmTt,_s-. --

The apQlicant requested a retest period of!'.:]months under the long-term condition 
of (bl(il . The provided stability data supports this retest period . 
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Drug Product: Adequate 

The proposed product is a powder containing 60 mg of risdiplam. It is to be 
reconstituted with purified water to yield an 80 ml clear, greenish yellow to yellow, 
multi-dose, oral solution (0.75 mg/ml risdiplam). In addition to the drug substance, 
the product contains compendia! excipients (mannitol , isomalt, tartaric acid, sodium 
benzoate, lbH.illpEG 6000, sucralose, ascorbic acid, and disodium edetate) and 
a strawberry flavoring. The primary container closure system consists of a round, 
amber glass bottle with a L 16

1<" closure. Each bottle of powder for oral 
solution will be supplied wfffi a press-in bottle adapter (PIBA) and oral/enteral 
syringes (two 6 ml syringes and two 12 ml syringes). 

The proposed regulatory specification includes appropriate test for the powder and 
constituted solution, including a122earance, assay, related substances content 
uniformity, pH, assays fol ~4] (ascorbic acid) and - lbT<"] 
(sodium benzoate), and m1cro61olog1cal testing. Acceptance crite"r1a for rela~ 
substance are consistent with ICH Q3B identification and qualification thresholds for 
the maximum daily dose of 5 mg. Analytical procedures are adequately described 
and validated. 

Based on stability data provided, the drug product has been granted a 24-month 
expiry when stored at controlled room temperature. The in-use stability data 
supports 64 days of storage under refrigerated conditions after constitution. 

Based on the drug product control strategies, release data, and stability results , the 
proposed drug product is adequate. 

Labeling: Adequate 

The proposed labeling was deemed adequate with minor revisions that be 
implemented when labeling is finalized. 

Manufacturing: Adequate 

The manufacturing rocess for the commercial drug....12roduct involves 

he manu ac unng process 1s deemea adequately confrOlleO. 

Microbiology: Adequate 

(b)(4) 

The drug product is a nonsterile powder to be constituted with purified water or 
sterile water for injection (WFI). The in-use period after constitution is up to 64 days 
for solution stored at 2°C - 8°C. lbl<4

l 11>n4 
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All microbiological tests for batch release and stability testing are deemed suitable 
for quality control. 

Environmental Assessment: Adequate 

The applicant claims a categorical exclusion under 21 CFR 25.31(b).  Approval of 
the NDA will increase the use of the active moiety, but the estimated concentration 
of the substance at the point of entry into the aquatic environment will be below 
1 part per billion.  The applicant indicates that no extraordinary circumstances are 
known to exist.  The EIC calculation was not provided; however, based on incidence 
of SMA (10,000 – 25,000 patients in US) and proposed maximum dose, annual 
production.  Per discussion with Jim Laurenson (EA Team) no further review is 
needed and the claim is granted. 

Quality Surveillance: Adequate 

The firm has a Pharmaceutical Quality System (PQS) framework in place to manage 
and control changes of the drug product. 
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C. Risk Assessment 

From Initial Risk Identification Review Assessment 

Attribute/ CQA Factors that can Init ial Risk Risk Mitigation Approach Final Risk Comments impact the CQA Ranking Evaluation 
{b)(ll) 

x Formulation 
Assay/Stability x Container Closure L Adequate 

x Process Parameters 

ltilT4l 
x Formulation 

Uniformity of dose x Container Closure M Adequate 
x Process Parameters 

Physical stability 
x Formulation 
x Raw Materials L Adequate 

(solid state) x Process Parameters -
Palatability x Formulation M Adequate x Raw Materials 

x Formulation 

Microbial limits 
x Raw materials L Adequate x Process parameters 
x Scale/Equipment/Site 
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D. List of Deficiencies for Complete Response 
 
N/A 

 
 
 
Application Technical Lead Name and Date: 

Martha R. Heimann, Ph.D.  5/8/2020 
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LABELING 

I. Package Insert 
1. Highlights of Prescribing Information 

W GUUGHTS OF l'RESCRIBL'>G L'\FOR\L\TIO.'< 
Tllt')<' hlgbl.lghb do uot luchu.lr all lb\· J11form.1tiou Ut'fdtd to U).(' 
[TRADENA:\!EJ softly and tfft<"lfvtly. Stt filll 111·rsrrlhlng lnfonnallon 
for [TIUDENA.\!E). 

[TRAJ.lENA.\1Ej'" (1is(Jlplam) 11owaer, for oral solution 
lniiial t:.S. A1i11ro\':1I: 20X.'X 

------L::\'DJC'ATIO.'<S A..\"D t:SAGb-----­
(TRADENAME) is a omvival of moior ucuron 2 (SMN2) splicina modifier 
111(bc:11e<1 for Ille 1rea111><~tt of s11111al 1111ISC11lar ruroplry (SMA) 111 JT4 
(bT(il Ja1iem1. (I) 

-----D01 SAGE A.'\l) A.mlT:\l STR.\ no ..... ·---­
[TRADENAME] 11111$1 be COJISldUled by :l phamrncisl prior I<) di,1iensi11g. 
Adtui.ui>t<r orafly011C< daily usin~ th< provided oral >yoin~<. (2.2) 

-------ADVERSE REACTIO:>s------
(b)(4 

A•< Rr-rormocnclrd Daily Dosr 
2 11J011th1 10 < 2 vean; of aae 0.20mWka 

<: 2 vears 01 aee (< 20 ke) 
> 2 Vt:ll'S of nae (;? 20k!(} 

0.25 mWl;e 
s 1ll!'.t To r•porl Sl:SPECTED ADVERSE REACTIO:\S, routarl G•n•nlerh al 

l-88s.835-2555 01· FDA al l ..SOO. fDA·l088 or 1mw.fda.go,'/mcdwalch. 
Ste f ull Prescribing lufotll)atiou for uuportaut prepa.t'atioo a.nd admini~·ratioo. 
instmcaous. (2.3. 2.4) S.• 11 ror P ATIF.l\T COU~SELl:"IG l:\'FOR.\'L.\TION and 

fD,~.appro•·•d p•rtrut IAl>•liug. 
OSAGE FOR.\•IS Al\1) STREXGTJI 

(bff4 
Rc,1.std: X.V20X.X 

Item Infonnation Provided in NDA 

Pro.~~~!.I.~!!~-~~!?!!~g__~~~!~-~.I~~!-~~~--~ L~£R 201.5 7 (a )(2)) 

-~!:~P.!:!~-~~~:Y..!.~~!P.~--~~~--~~-~~!?.!!~g~~--~~~~---··- (!:~~~iplam) powder for ~iJ solution 

!?.9.~-~g!_f?.!E!.a.!~?.~!~ .. ?.f..!!~~~~~:~!~~~---········ ~~-~der for oral I l 
Controlled drng substance symbol Not applicable 

_!?.9_~-~g~_!:.?.!~~--~~~--~~!:~~!:~g!~~-_(~~£~~-~~-g_g_~f!.~~-Too 1 and 21 CFR 201. 5 7 (a)( 8 )) 
Summaiy of the dosage fo1m and stremrth 60 mg, constituted to 0.75 mg/mL 

Is the information accurate?~ Yes D No 

2. Section 2 Dosage and Administration 
2 DOSAGE AND ADMINISTRATION 

2.1 Important Administration Instructions 
(b)l.il 

[TRADENAME] is taken orally once daily, at approximately the same time each clay, 

-------------------(ljjl-C<l_If the patient is unable to swallow and bas a 
nasogastric or gastrostomy tube, administer [TRADENAME] via the tube. The tube should be 
flushed with water after delivering [TRADENAME] [see INSTRUCTIONS FOR USE}. 

It is recommended a health care provider discuss with the patient or caregiver hov,1 to prepare the 
prescribed daily dose prior to administration of the first dose [see DOSAGE AND 
ADMINISTRATION (2.4)}. 

OPQ-XOPQ-TEM-0001 v05 Page 1of7 Effective Date: October 15, 2017 
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2.2 Dosing Information 

The recommended --------------------b-f<4_,Iis deternuned by age 
and body \Veight (see TABLE 1) . 

Table 1 Dosing Regimen by Age and Body Weight 

Age 

2 months to < 2 years of a~e 

2: 2 years of age (< 20 kg) 

::::: 2 years of age (:2: 20 kg) 

Missed Dose 

Recommended Daily D ose 

0. 20 mg/kl?-

0.25 mg/kg 

5mg 

If a dose of [TRAD EN AME is missed, administer as soon as ossible if still within 6 hours of 
(tif( 

the missed close 

If a dose is not folly swallowed or vomiting occurs after taking a dose of [TR...\.DENAME], (b)(.il 

__________ !6f<l_ to make up for the lost dose. Wait until the next day to take the next 
dose at the regularly scheduled time. 

>I.ii Preparation of Oral Solution by Pharmacists 

[TRADENAME] powder must be constituted to the oral solution by a phamrncist prior to 
dispensing to the patient. 

Preparation of 
6JT4l . Oral Solution (0.75 mg/mL) 

The [TRADENAME] "Instrnctions for Constitution" booklet contains more detailed instrnctions 
on the preparation of the oral solution b ee INSTRUCTIONS FOR CONSTITUTION}. 

(tif(4l 

--------------------------<b>_<4_,Wear disposable gloves 
during the preparation and clean up procedure. 

(6)(4 

Reference ID: 4606963 

1. Gently tap the bottom of the closed glass bottle to loosen the powder. 

2. Remove the cap. Do not throw away the cap. 
3. Carefully pour 79 mL of purified water into the [TRAD ENA.ME] bottle to yield the 

0.75 mg/mL oral solution. 
4. Insert the Press-In bottle adapter into the bottle opening by pushing it down against the 

bottle lip. Ensure it is completely pressed against the bottle lip. 

5. Re-cap the bottle tightly and shake well for 15 seconds. Wait for JO minutes. You should 
have obtained a clear solution. <liff4~vell again for another 15 seconds. 

6. (tif(4l 

OPQ-XOPQ-TEM-0001 v05 Page 2 of7 Effective Date: October 15, 2017 
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6f(4 7. Put the bottle back in its original carto 

--~~~~~~~~--
8. Dispense with the "Instructions for Use" and FDA-approved patient labeling. Ale1t 

patients to read the important handling infonnation described in the Instructions for Use. 
6)14 

(36°F to 46°F). Do not freeze. Discard any unused portion 64 days after constitution. 

Table 2 Selecting Oral Syr inge for the Pt·escribed Daily D ose of [TRADENAME] 

I 

Dose Strength Syringe Size Dosing Volume Syringe Inc1·ements 

0.75 mg/mL 6 mL 1.0 mL to 6.0 mL 0.1 mL 
I 1DJT4) 12 mL 6.2 mL to 6.6 mL 0.2 ruL 

ll>T14 

Item Info1mation Provided in NDA 

.{g~f~!~.!~-.!::~!?-~!g~Lt~~:Y.!~-~.I~~!_!!~~--~!._~~~-.?.Q 1. 5 7 ( c )( 12 )) 
Special instn1ctions for product The powder must be reconstituted using 79 
preparation mL of water prior to administration. 

Is the information accurate? l:8:J Yes 0 No 

3. Section 3 Dosage Forms and Strengths 
3 DOSAGE FORMS AN D STRENGTHS 

[TRADENAME] for oral solution: 60 mg,J ID)~J 

I 
(b)(4 

Item hif01mation Provided in NDA 
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(4)) 
Available dosage fonns Risdiolam for oral solution 
Strengths: in metric system 60 mg, constituted to 0.75 mg/mL 
Active moiety expression of strength Not applicable 
with equivalence statement 
A description of the identifying The constituted solution is greenish yellow to 
characteristics of the dosage fonns, yellow in color. 
including shape, color, coating, 
scoring, and imprinting, when 
applicable. 

Is the information accurate? l:8:J Yes D No 

4. Section 11 Description 

OPQ-XOPQ-TEM-0001 v05 Page 3of7 
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11 DESCRIPTION 

[TRADENAME] (risdiplam) is a survivaJ of motor neuron 2 (SMN2) splicing modifier. 

[TRADENAME] is supplied as a powder in an amber glass bottle. Each bottle contains 60 mg of 
1isdiplam. The powder is conslituted with pmified water to yield <1>>1'l 

60 mg/80 mL (0.75 mg/mL) of risdiplam, the active component. lbH
4 

!l>H.il 

Tbe chemical name of risdiplam is 7-(4,7-diazaspiro[2.5]octan-7-yl)-2-(2,8 
di methylim idazo[l ,2-b ]pyridazin-6- yl)py1ido-4H-[ 1,2-a Jpyrimidi n-4-one. 

The molecular fornrnla of risdiplam is C22I-foN10 and the chemical structure is shown below. 

The inactive ingredients of [TRADENAME] are: ascorbic acid, disodium edetate dihydrate, 
isomalt, mannitol, polyethylene glycol 6000, sodium benzoate, strawberry flavor, sucralose, and 
ta1ta1ic acid. 

Item Info1mation Provided in NDA 
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(12), 21CFR201.100(b)(5)(iii), 
21CFR314.94(a)(9)(iii), and 21 CFR 314.94(a)(9)(iv)) 
Proprietruy name and established name Risdiplam powder for oral solution 

Reviewer's Note: Applicant will be asked to 
include the established name. 

Dosage f01m and route of administration Powder for oral solution 
Active moiety expression of strength with 60 mg, constituted to 0. 7 5 mg/mL 
equivalence statement (if applicable) 
For parenteral, otic, and ophthalmic Ascorbic acid, disodium edetate dihydrate, 
dosage fo1ms, include the quantities of all isomalt, mannitol, polyethylene glycol 6000, 
inactive ingredients [see 21 CFR sodium benzoate, strawbeny flavor, 
201.100(b)(5)(iii), 21 CFR sucralose, and tartaric acid. 
314.94(a)(9)(iii), and 21 CFR 
314.94(a)(9)(iv)], listed by USP/NF 
names (if any) in alphabetical order (USP 
<1091>) 
Statement of being sterile (if applicable) Not Applicable 
Phrumacological/ therapeutic class Survival of motor nemon 2 (SMN2) splicing 

modifier 
Chemical name, stmctural formula, C2ili23N10, MW = 401.46 g/mol 
molecular weight 

OPQ-XOPQ-TEM-0001 v05 Page 4 of7 Effective Date: October 15, 2017 
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If radioactive, statement of important Not Applicable 
nuclear characteristics. 
Other important chemical or physical Not Applicable 
properties (such as pKa or pH) 

Is the information accurate?~ Yes D No 

5. Section 16 How Supplied/Storage and Handling 
l~ HOW SUPPLIED/STORAGE AND HANDLING 
16.1 How Supplied 

How S11pplied 
Each amber oJass bottle of [TRl\DENAME] is packaoed with a bottle adapter 

16. ~ Storage :ind Ha ndling 

6f(4} 

(b)(4 

6fl4) (b"r4• , store the dry powder at '""'at 20°C to 25°C (68°f lo 77°F) -------[see USP controlled room temperature] and keep in the original caiton. 
(li}(4 

Item fuformation Prnvided in NDA 
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(l 7)) 
Strength of dosage form 60 mg, constituted to 0.75 mg/mL 
Available units (e.g., bottles of Amber glass bottle packaged with a bottle adapter and 
100 tablets) oral syringes. 

0.75 mg/mL risdiplam oral solution after constitution 
with 79 mL of water 

Identification of dosage forms, NDC number is provided 
e.g., shape, color, coating, 
scoring, imprinting, NDC Reviewer's Note: Applicant will be asked to include 
number the color of the drng producti 
Special handling After constitution, store the oral solution in a 

refrigerator between 2°C to 8°C (36°F to 46°F) for up 
to 64 days. Do not freeze. Keep the oral solution bottle 

OPQ-XOPQ-TEM-0001 v05 Page 5of7 Effective Date: October 15, 2017 
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always in an upright position with the cap tightly 
closed 

Storage conditions Store the chy powder at room temperature, at 20°C to 
25°C (68°F to 77°F) [see USP controlled room 
temperature l and keep in the original carton. 

Manufacturer/ distributor name Genentech, Inc 
(21 CFR 201. l(h)(S)) 

Reviewer's Assessment of Package Insert: Adequate 

Prescribing Info1mation complies with all regulato1y requirements from a CMC 
perspective. 

However, some revisions have been identified and will be communicated to the 
Applicant as part ofDNP labeling negotiations. 

II. Labels: 

1. Carton L""'a""'b.<;,el=s-----------------------.!b>T" 

OPQ-XOPQ-TEM-0001 v05 Page 6 of7 Effective Date: October 15, 2017 
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2. Bottle Label 
!b1T4l 

I I I 
Item Info1mation provided in the pouch label 
Proprieta1y name, established name (font Risdiplam powder for oral solution 
size and prominence (21 CFR 
201.10(i;r)(2)) 
Dosage strength Reviewer,s Note: Applicant will be asked to 

update the strength to reflect the amount oE 
risdiplam in the powder (60 mg). 

Net contents Reviewer's Note: Applicant will be asked to 
update the strength to reflect the amount of 
risdiplam in the powder (60 mg). 

"Rx only" displayed prominently on the Complies 
main panel 
NDC number (21CFR207.35(b)(3)(i)) Complies 
Lot number and expiration date (21 CFR Complies 
201.17) 
Storage conditions Complies 
Bar code (21CFR 201.25) Complies 
Name of manufacturer/distributor Complies 
And others, if space is available Not Aoolicable 

Reviewer's Assessment of L abels: Adequate 

The container labels comply with regulato1y requirements from a CMC perspective. It 

bears the "Rx only" statement, the NDC number, name of manufacturer, net contents, 

strength, and the name (proprieta1y and established). 

List of Suggested Edits Communicated to Applicant: Not Applicable 

Overall Assessment and R ecommendation: Adequate 

Primary Labeling Reviewer Name and Date: Andrei Ponta 
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CHAPTER VII: MICROBIOLOGY 
IQA NOA Assessment Guide Reference 

Product Information 
NOA Number 213535 
Assessment Cycle Number MR01 
Drug Product Name/ Strength Risdiplam powder for oral solution 0.75mq/ml 
Route of Administration Oral 
Applicant Name Genentech Inc 
Therapeutic Classification/ OND/ODEl/DNP 
ONO Division 
Manufacturing Site F. Hoffmann-La Roche Ltd. 

Grenzacherstrasse 124, 4070 Basel, 
Switzerland 

Method of Sterilization N/A for non-sterile 

Assessment Recommendation: Adequate 

Assessment Summary: 

Document(s) Assessed Date Received 
Oriqinal submission 09/17/2019 

Amendment 10/15/2019 
Response to IR 11/08/2019 
Response to IR 11/22/2019 
Response to IR 01/29/2020 
Response to IR 02/28/2020 
Response to IR 03/09/2020 
Resoonse to IR 03/31/2020 

List Submissions being assessed (table): 

Highlight Key Issues from Last Cycle and Their Resolution: N/A 

Remarks: 
This is eCTD submission. Submission dated 11/08/2019 is provided in 
response to the Agency's IR dated 10/30/2019. Submission dated 11/22/2019 
is provided in response to the Agency's IR dated 11/14/2019. Submission 
dated 01/29/2019, 02/28/2020 and 03/31/2020 are provided in response to the 
Agency's IR dated 01/23/2020. Submission dated 03/09/2020 is provided in 
response to the Agency's IR dated 02/18/2020. 
An updated product labeling is submitted on 03/06/2020. The revised labeling 
contains edits on the product name and clinical data, but the storage condition, 
instructions for constitution and instructions for use remain unchanged. 
OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019 



Concise Description of Outstanding Issues 
(List bullet points with key information and update as needed): None 

Supporting Documents: NIA 

S DRUG SUBSTANCE 

The manufacturing process for the drug substance is not reviewed because the 
drug substance is non-sterile. 

P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT 

Description of the drug product: 
The subject drug reduct is non-sterile powder for oral solution 0.75 mg/ml. 
Each bottle lb>

14 contains 60 mg of risdiplam. The powder 

Reference ID: 4606963 



must be constituted with purified water to yield 80 ml clear oral solution and 
used as multiple-dose within 64 days. 

Product composition: 
Concentration in 

Reference to Amount Bottle Solution per Bottle 
Components Standards Function (mg/bottle) (mg/ml) 

Risdiplam In-house Active 60.00 0.75 
ingredient 

Mannitola USP, 
16f(4l 

Ph. Eur., JP 

lsomalt USP/NF, 
Ph. Eur., JP 

Strawberry Flavorb,c In-house 

Tartaric Acid USP/NF, 
Ph. Eur., JP 

Sodium Benzoate USP/NF, 

C CblT4i 
Ph. Eur., JP 

USP/NF, 
Polyethylene Glycol Ph. Eur .. JP 
6000 

Sucralose USP/NF, 
Ph. Eur., 

JPE 

Ascorbic Acid USP, 
Ph. Eur. , JP 

Disodium Edetate USP, 
Oihydrate Ph. Eur., JP 

Target Weight -

Target Volumed - - - SO ml 

(The picture is reproduced from the submission, 3,2,P.1, pg. 2). 

Container closure sy_ __ s ..... te .... m...._ _____________________ __ 
(bff4 
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