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ADMINISTRATION

£

BLA 761433
COMPLETE RESPONSE

Janssen Biotech, Inc.

Attention: Yvonne Wu, Ph.D.

Associate Director, Global Regulatory Affairs
920 U.S. Route 202

Raritan, NJ 08869

Dear Dr. Wu:

Please refer to your biologics license application (BLA) e

or amivantamab and hyaluronidase injection.

We have completed our review of this application and have determined that we cannot
approve this application in its present form. We have described our reasons for this
action below and, where possible, our recommendations to address these issues.

EACILITY INSPECTIONS

1) Following pre-license inspection of the drug product manufacturing facility, "™

, FDA identified deficiencies and communicated them to the representative
of the facility. The facility should provide satisfactory responses to these
deficiencies to the FDA office indicated on the FDA Form 483 prior to
resubmitting your application for amivantamab and hyaluronidase injection. Your
complete response addressing these deficiencies must include the date of the
facility's response to the FDA Form 483. The assessment of the application
approvability and the resolution of inspection deficiencies will be evaluated upon
receipt of the complete response addressing the deficiencies and may include re-
inspection of the facility. Please work with the facility to resolve the deficiencies.

PERESCRIBING INFORMATION

2) In the resubmission for your application, subrmt draft Iabe\lng in response to our
electronic communication dated

Prior to resubmitting the labeling, use the SRPI checklist to correct any formatting
errors to ensure conformance with the format items in regulations and guidances.

XI2: FDA, 712353 2IMXMH

BLA 761433
Page 2

In addition, submit updated content of labeling [21 CFR 601.14(b)] in structured
product labeling (SPL) format as described at FDA.gov."

To facilitate review of your submission, provide a marked-up copy that shows all
changes, as well as a clean Word version. The marked-up copy should include
annotations that support any proposed changes.

Your proposed Prescribing Information (Pl) must conform to the content and
format regulations found at 21 CFR 201.56(a) and (d) and 201.57. As you
develop your proposed Pl, we encourage you to review the labeling review
resources on the Prescription Drug Labeling Resources? and Pregnancy and
Lactation Labeling Final Rule® websites, which include:

+ The Final Rule (Physician Labeling Rule) on the content and format of the PI
for human drug and biological products

s The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and
format of information in the Pl on pregnancy, lactation, and females and
males of reproductive potential

« Regulations and related guidance documents

s A sample tool illustrating the format for Highlights and Contents, and

+ The Selected Requirements for Prescribing Information (SRPI) - a checklist
of important format items from labeling regulations and guidances

+ FDA's established pharmacologic class (EPC) text phrases for inclusion in the
Highlights Indications and Usage heading

+ Additional resources for the PI, patient labeling, and carton/container labeling

CARTON AND CONTAINER LABELING

3) In the resubmission for your application, submit draft carton and container
labeling based on our proposed revisions dated .
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Time Since Date of Random Assignment (months)
Mo. at risk
Subcutaneous amivantamab-lazertinib 206 182 163 108 A 36 10 [i] ]
travenous amivantamab-lazartinit 22 191 144 92 51 24 10 1 o
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Subcutaneous Intravenous
Amivantamab-Lazertinib Amivantamab-Lazertinib

IRRs, All Grades |
IRRs, Grade 23

66%

Infusion-Related Adverse Events
Chills |
Pyrexia

Dyspnea

Mausea
Vomiting h
Cough i
Hypoxia h
Sinus Tachycardia h
Hypotension h
Erythema h
Chest Discomfort |
Hypertension h
Flushing h
Dizziness h
Rash i
Hyperhidrosis h

Increased Heart Rate

I I
75 50 25 0 25 50 75

Rate of Event (%)
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Exposure

0si + CTx (n=276)

- Platinum* 2.8 months (range 0.7-4_1)

Pemetrexed! &2 months {range 0.7-58.9)

0Osi 30.5 months (range 0.1-59.0)

0Osi mono (n=275)

0si 21.2 months (range 0.1-59.2)

1 5 10 15 20 25 30 35
Time (months)

Median total exposure™

The osi + CTx arm had a long CTx-free period — median exposure to osi vs pem was 30.5 vs 8.3 months
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“ ORIGIMNAL ARTICLE ||

Overall Survival with Amivantamab—Lazertinib
in EGFR-Mutated Advanced NSCLC

rard,

BACKSROUND
Previous results from this phase 3 trial showed that progression-free survival among
participants with previously untreated BGFR (epidermal growth factor secepton)—
mutated advanced non—small-cell lung cancer (MSCLC) was significantly improved
wirth amivantamab—lazertinib as compared with osimertinib. Resulrs of the protocol-
specified final owverall survival analysis in this trial have nor been reporred.

¢ Medical Dncology, Yensei
Cnter, Nomee: Unieerarty Colle ge
of Medicime, 50-1 Yomsci-ro, Scodacmun.
METHODS gu. Secul 03722, South Korea.
We randomly assigned, in a 2:2:1 ratio, participants with proviowsly untrearcd BGER-
mutated (exon 19 deletion or LESSR substitution), locally advanced or metastatic
NSCLC ro receive amimanramab—lazertinib, osimertinib, or lazerrinib. Owerall sur-
vival (asscsscd in an analysis of the time from randomirarion to death from any
cause) in the amivantamab—lazertinib group as compared with the osimertinib group

“A camplets list of the investigators in
the MARIPOSA wial is pravided in the
Supplementary Appendix, available at
NEJM arg.

James Chik-Hsin Yang and Shun Lu can
tributed equally to this artice.

was a key secondary end point. Additional end poines included safery.

RESULTS

A total of 429 participants cach were assigned to reccive amivantamab—lazertinib
or osimertinib, Owver a median follow-up of 378 months, amivantamab—lazentinib led
to significanely longer overall survival than osimertinib (hazard rario for dearh,
0.75; 95% confidence interval, 0.61 to 0.92; P=0.005); 3-ycar overall survival was
G0% and 51%, respectively. At the clinical cutoff dave, 38% of participants in cthe
amivantamab—lazertinib group and 28% in the osimertinib group were still receiving
the assigned treatment. Adverse events of grade 3 or higher were more common with
amivantamab—lazertinib (in 80% of participanrs) than with osimertinib (in 529%),
particularly skin-relaved events, venous thromboembolism, and infusion-relaved
events; these findings were consistent with the established safety profile of cach
treatment. No new safety signals were observed with additional follow-up.
concLUSIOMS

Amivantamab—lazertinib led to significantly longer overall survival among partici-
pants with previously untreated EGFR-mutated advanced NSCLC than osimertinib
but was associated with an increased risk of adverse events of grade 3 or higher.
(Funded by Janssen Research and Development: MARIPOSA ClinicalTrials gow
number, NCTO44870E0.)

M EMGL) MED  MEM.ORSG

This articls was published on September 7,
2025, ar MEJM.org.
DOz 10, 105E/MEIM
Coppright & 2025 Maw.

The Mew England Journal of Medicine is produced by NMEJM Group. a division of the Massachusctts Medscal Socsety.
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Projected Median OS with RYBREVANT plus LAZCLUZE Based on Parametric Models®

Parametric Model

Exponential

Weibull

Generalized gamma
Log-logistic

Log-normal

RYBREVANT + LAZCLUZE Projected Median 0S, | Projected Benefit in Median OS,

b b
Months (95% CI) Months® s 5
55.3 (51.8-58.8) 186 8826 | 9151
504 (47.5-53.2) 13.6 8715 N4
49.5 (46.9-52.2) 12.8 879 9196
52.3 (491-55.5) 15.6 880.2 | 916.8
577 (53.7-61.8) | 898.2 | 9348

Abbreviations: AlC, Akaike Information Criterion; BIC, Bayesian Information Criterion; Cl, confidence interval; OS5, overall survival.
®Compared to a median OS of 36.7 months from the osimertinib arm based on Kaplan-Meier estimate.
°Lower values indicate a better fit.
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Qo 17.1 23.1 17.0 17.0 17.0 SERpA 2909 2848 2671 2512 2370
el ] 14.8 12.7 9.6 9.6 9.6 J|EH| R &R 1649 1775 1775 1774 1775
B4 9 2AIYEY 55.6 46.9 30.0 47.0 47.0  XpAESH 28123 29420 3,080.6 3,231.1 35002
7|Et 150 -446 10.2 27.1 27.1 /8% 583.2 619.1 6526 6822 7316
HelqIxt2H0|f 1348 61.4 178.8 1984 3211 OHUXHE ! J|EHKHR 2874 2998 3333 3629 4123
HolMbIE 0.6 63 34.9 38.7 62.6 HIIZ38RM 169.4 1866 1866 1866  186.6
A&t a2 134.2 55.2 143.9 159.7 258.5 J|EtR S 126.4 132.7 132.7 1327 1327
FI1=0l 134.2 55.2 143.9 159.7 2585 HIRSEM 1285 1722 1722 1722 1722
X|HiFFa0[9| 136.2 70.7 1453 2046 3312 71288 999 1395 1395 1395 1395
se % 4 (%) J|EH|R S 28.6 327 32.7 32.7 32.7
=Y U 47 1.2 9.1 5.1 132 SxisA 7116 7914 8248 8544 9038
Io|Y LS 58.2 -3.7 1452 =131 101.8  X|Hix|&2 2,051.3 2,1005 2,207.1 23729 26652
EBITDA 528 283 16.3 779  -139 60.6 PN 77.8 81.4 81.4 81.4 81.4
XuiFF20lQ 53L& 432 -48.1 105.5 40.8 61.9 2oz 113.9 1226 1226 1226 1226
EPS 5Z& 431 -48.1 105.6 40.8 61.8 J|EfXHR -2170 -2195 -2195 -2195 -2195
OHZ£%50(218(%) 30.4 333 338 327 36.4 J|EPR O | ol 101.0  106.1 1047 1034 1021
FAO0IAUE(%) 3.1 2.7 6.0 49 8.8 ojoiz 1975.6 20100 2117.9 22850 25787
EBITDA Margin(%) 5.5 5.7 9.3 7.6 108  HX|Eix|2 49.4 50.1 48.7 38 688
K|t 3=2=2=0] 2 E(%) 73 34 6.4 8.6 123 X3 2,100.7 2,150.7 2,2558 23767 2,596.4
IS EH (oo 4o &) EXIX| T (49l &, %, i)
128 B 2023A 2024A 2025F 2026F  2027F 12¢ BN 2023A 2024A 2025F 2026F 2027F
gdes H3s8 144.1 546 2647 2996 3150 FYX|H(H)

gIl=0d 134.2 55.2 143.9 159.7 2585 EPS 1,673 869 1786 2514 4,069

Hisigesol It -9.8 101.1 160.3 1493 159.9 BPS 25203 25,808 27,117 29,154 32,746

SYRAZ 2] 385 450 57.5 47.8 39.6 CFPS 1529 1920 3,738 3,797 5,141

SR 2| 5.9 18.0 17.7 15.8 14.2 DPS 450 500 500 500 500

X 2HyItE -153.9 -123.7 0.0 0.0 0.0  F7HHli~(HH)

7|EH 99.7 161.8 85.1 85.7 106.1 PER 41.1 137.6 66.4 47.2 29.1
FAUSS XA S 2 -84 -1244 547  -24.] -97.7 PER(%|1) 50.6 1922 78.8

OHEXHEL T (e 2 A -63.4  -482 -57.0 -347  -950 PER(X|X) 28.6 66.2 56.2

T OXpArOZE A -54  -586 -312 -190  -52.1 PBR 2.73 463 437 4.07 3.62

IV ISEIPSOVI=ETE-STY 445 -4.4 33.4 29.6 49.4 PBR(%|11) 336 6.47 5.19

J|E 159  -13.2 0.1 0.0 0.0 PBR(%|X) 1.90 2.23 3.70

JE3SE 28.1 22.7 15.2 147 5.7 PSR 3.01 4.70 428 4.07 3.60

EXgs d3sE -199.2 -117.4 -57.0 -74.1 -74.2 PCFR 450 62.2 31.7 31.2 23.1
ORI 2= -1615 -117.1 0.0 0.0 0.0 EV/EBITDA 52.7 82.7 455 51.9 31.6
QERLO X2 0.2 43 0.0 0.0 0.0 FQHIE(%)

FEIAO| &3S -424  -168 0.0 0.0 0.0 HIE e (%, 28F 3 2) 23.6 66.9 25.6 23.1 143
EXtRpAtI Y A(BTH 50.3 502  -19.0 -360 -360 Y= E(% EEF ) 0.7 0.4 0.4 0.4 0.4
I8RO A (B 315 -15 -1.6 -1.7 -1.8 ROA 5.1 1.9 48 5.1 7.7
J|Et -773  -365 -364 -364 364 ROE 6.7 3.4 6.7 8.9 13.1
nReEs Hasg 63.2 65.8 =275 =275 -27.5 ROIC 3.1 2.0 7.1 6.3 12.6
X2 FIHZA) 88.5 90.5 0.0 0.0 0.0 HEM SIS 34 34 3.4 34 35
Xiea, XEoiael S7HzA) 0.0 0.0 0.0 0.0 0.0 THOXpA SIS 6.6 6.6 63 6.2 6.4
2| MK E(FS) -7.5 -25 0.0 0.0 0.0 EvEIE= 33.9 36.8 36.6 36.0 348
tigaxl=a -273  -321 -375 -375  -375 =Xtd3tlg -25 -0.2 -5.0 -99  -145
7|} 9.5 9.9 10.0 10.0 10.0 O|XtE 4t 9.1 37 9.1 7.9 16.0

JE3SE -1.9 4.1 -752  -752 -752 XS 2693 3261 3261 3261 3261

sz ¥ PR &5%t 6.2 7.2 105.0 122.8 138.1 &xtda -533 -52 -1117 -2362 -376.1

Jlxsig % dgdant 293.0 2993 306.5 4115 5343  EBITDA 101.4 117.9 2098 180.6  290.0

J|Ysig U sigdant 299.3 306.5 4115 534.3 672.4  FCF -128.4 -161.2 1288 1338 1463
iz : 7I85d
11 jlesuAN
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Compliance Notice

o TAks 9" 19 Wi "[TIAW(000100)" LHFAIS 1% OlY 2R3t AX| AELICE.

* A= & AU=E JIHEXKL E 1I3If01|71I AH‘J XSt Atedo] gtELCt
* I X=29 F8FAZMAE Xt=2 ol & A2 daE JIYSe S8FAYE A AUUE EROID UK YSLIC
* S Xt=0| AME HESS °|°I I’t'% e grgstn ACD, ofel fYet AHO[Lt 2HQl0] AYEIUSE SRIRLIC

XA
o 2 ZARMRIEE TAtOl AMMEDL NEY 4+ Qs X2 U FHEYE 92 200U, YADL 1 BHNOIL 2ELS BEY 4 oD, £X go) o
20| WZE + YBLICH
o 2 RARMAIEE RISHE FXAE 28t BEXNSS SEHOE YA UA0H HiZE= MIOXEEM, RIEHS &7, 5, MO 22t &Y S0
oot ONEF L HHOZ EXIAt XAl meint XMQlstof O|F0{X0of 6t, YAts & Xt29| LHEO| o|Hsto Hoixl AX|o| EXHYL Zuatof CHsto]
ojroh ML X|X| ol Y 2N ZHE A & £ Si&LICh
o 2 IA EMXIEE FHOZ 28, &X|, WAl HIE, WS, WX HY EWSH= SO YHOZ XIS Hdlsts FR0|e YO QIsto] U-HAHY
Mg XA ELct
= = =
Sxtol7d MUY @IhH) 2EF7} 20| @A)
=E j2lE(%)
I
=29 YXt EXtold SHFt Tha oz Ein )
ES H| =JICHH
A ZOITHH]  FI1CH|
9819%  2023-10-04 Buy(Maintain)  110,0008 oM -3405  -30.83
(000100) 2023-10-19 Buy(Maintain) 90,0008 oMg  -37.16  -3332 (&) amzl — =@z
200,000 -
2023-11-01 Buy(Maintain) 75,0009 oM -17.48  -8.27 180,000 4
160,000 -
2024-01-22 Buy(Maintain) 72,0008 oMg  -1413 694 140000 1
120,000 A
2024-02-26 Buy(Maintain) 95,0008 oM -2465 -1853 100,000
80,000
2024-03-19 Buy(Maintain) 90,0008 oME  -1671  -12.00 £0.000
o o o 40,000 4
2024-04-11 Buy(Maintain) 90,0009 oM -19.12  -12.00 20000 |
0
2024-05-29 Buy(Maintain)  100,000¢ 6N -21.62 -10.50 '23/9/22 '24/9/22 '25/9/22
2024-07-10  Buy(Maintain)  120,0008 oM@ -2253  -1850
2024-08-22 Buy(Maintain) 120,008 e 135 3642
2024-10-29 Buy(Maintain)  190,0008 og  -3544  -24.63
2025-01-20 Buy(Maintain) 190,008 oME  -3442  -24.63
2025-02-13 Buy(Maintain) ~ 170,0008 oME  -27.43  -22.88
2025-03-27 Buy(Maintain)  170,0008 oME  -3321  -20.12
2025-07-31 Buy(Maintain) ~ 150,0008 6ME  -2295  -1887
2025-09-22 Buy(Maintain)  150,0008 67
T 2FFIE J|EC2 1288 MESS
Fxold 8 MEI|E
71 HEIIE(671E) =k HEIIE671E)
Buy(oH =) AZTHH] +20% Oldt 7t && ot Overweight (HIS2HCH) AlZCHH| +10% O|& Zxats=9] of &
Outperform(A|H 42 & A3 AIZCHE] +10~+20% F7t &5 o4& Neutral (5 & AETHE +10~-10% Bl5 of 4
Marketperform(A| &= 2 &) AECHH] +10~-10% F7t HE Ofl4 Underweight (H|Z %) AZCHE|] -10% Ol Z=1p5tef of &
Underperform(A| 324 E 5t2l)  AIZCHH| -10~-20% F7} St2 Ofl &
Sell(Oi =) AZCHH| -20% OISt =7} St of&f
EXtsg Hlg 3 (2024/07/01~2025/06/30)
o 5d W
96.48% 3.52% 0.00%
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MSCI ESG 38 & MSCI 83 &Xl 58 22
AAA
AA : Po2a%
A : :
= @—@—0—8—@ =
BB : :
B ‘
ccc : :
Jun-19  May-20 Sep-21 Aug-22 Jun-23 ccc B BB BBB A AA AAA
Xtg: MSCI, 7125d 2lAMXIAH Xt&: MSCI, 7123 glAXIAH
Universe: MSCI ACWI Index XA 767H
M e Fa Ol el B
B+ AAHZ H 3 HE
FQ Ol JIEY 4.2 43
=3 39 45 9.0% A0S
{5 23 HiEL HIIE 39 45 9.0% AQS5
Abg] 35 4 58.0% A03
HE otmnt & 33 3.8 27.0% A04
o1 Xl JHY 4.1 4 18.0% AQ09
o|2 AH|A 32 4 13.0% v0.5
AL 5.4 48 33.0%
71 X|uj2E 73 6.2
ey 2= 3.7 45

Xt2: MSCI, HXRSAAAY, 1S5 H EAXIME

ESG X2 O|+F

Xt i)

There are no recent new controversies or updates to ongoing controversies for this company.
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