TABLES 1-3

Table 1. Primary Endpoint Types 2010-2012

Endpoint Accel | Orphan
Type | # Drug Name Trade Name | Abbrev Indication Primary Endpoint | Type AP date AP Drug
BLA | 125327 § giucarpidase Voraxaze methotrexate toxicity | plasma MTX levei surrogate 17-Jan-12 1 Yes
Type 1 Gaucher Hgb, plt ct, liver and
- NDA 1 022575 | velaglucerase alfa | Vpriv Disease spleen volume surrogate 26-Feb-10 ¥es
NAGS, deficiency urea
NDA | 022562 | carglumicacid | Carbaglu cycle disorder | ammonia level | surrogate 18-Mar-10 ! Yes
plasma uric acid
BLA | 125293 | pegloticase Krystexxa refractory gout | level | surrogate 14-Sep-10 Yes

Medullary thyroid
NDA | 022405 | vandetanib cancer PFS surrogate 06-Apr-11 Yes

. 1) systemic anaplastic
large cell lymphoma;
brentuximab 2) Hodgkin's

BLA | 125388 | vedotin Adcetris lymphoma 1) ORR, 2) ORR surrogate 19-Aug-11 Yes Yes

locally advanced or
metastatic anaplastic
lymphoma kinase
(ALK)-positive non-
small cell lung cancer
_NDA | 202570 | crizotinib Xalkori (NSCLC) ORR surrogate 26-Aug-11 Yes Yes




“Table 1. Primary Endpoint Types 2010-2012 - - - B - -
Endpoint Accel | Orphan
 Type | # | Drug Name Trade Name | Abbrev Indication | Primary Endpoint | Type | APdate  [AP | Drug
Iron overload due to
NDA | 021825 | deferiprone Ferriprox thalassemia B serum ferritin surrogate 14-Oct-11 | Yes Yes
reduction in spleen
NDA | 202192 | ruxolitinib Jakafi myelofibrosis volume surrogate 16-Nov-11 ) Yes N
asparaginase
erwinia acute lymphoblastic serum asparaginase
BLA 125359 | chrysanthemi Erwinaze leukemia ) activity level surrogate 18-Nov-11 ey 1
cystic fibrosis on
'NDA | 203188 | ivacaftor Kalydeco G551D mutation FEVA1 surrogate 31dJan-12 Yes
Type 1 Gaucher spleen and liver
NDA 1022458 | taliglucerase alfa | Elelyso Disease | volume, HGb, pltct | surrogate 01-May-12 ¥is
patients with multiple
myeloma who ORR by IMWG
| NDA | 202714 | carfilzomib Kyprolis received prior therapy | criteria _surrogate 20-Jul-12 | Yes Yes
Chronic myeloid
_NDA | 203341 | bosutinib Bosulif leukemia | MCyR | surrogate 04-Sep-12  l¥es
omacetaxine Chronic myeloid
| NDA | 203585 | mepesuccinate Synribo leukemia | MCyR or MaHR surrogate 26-Oct-12 Yey | Yes




Table 1. Primary Endpoint Types 2010-2012 B ) o
Endpoint Accei | Orphan
Type | # Drug Name Trade Name | Abbrev Indication Primary Endpoint Type AP date AP | Drug
metastatic medullary
NDA | 203756 | cabozantinib Cometriq thyroid cancer PFS surrogate 29-Nov-12 Yes
pasireotide
| NDA | 200677 | diaspartate Signifor Cushing's disease urinary free cortisol | surrogate 14-Dec-12 Yes o
chronic myeloid
leukemia (CML) and
Philadelphia
chromosome positive
acute lymphoblastic
NDA | 203469 | ponatinib Iclusig leukemia (Ph+ALL) MCyR surrogate 14-Dec-12 ¥&s Yes
homozygous familial LDL-C, Apo-B, TC,
hypercholesterolemia | hon.HDL-C. VLDL-
NDA | 203858 | lomitapide Juxtapid (HoFH) C, TG, HDL-C surrogate 21-Dec-12 Yes
MDR pulmonary sputum culture
NDA | 204384 | bedaquiline Sirturo tuberculosis conversion surrogate 28-Dec-12 Yes Yes
timed 25-foot walk
NDA | 022250 | dalfampridine Ampyra multiple sclerosis test COA 22-Jan-10 Yes
clostridial
collagenase Dupuytren's Contracture
BLA 1125338 | histolyticum Xiaflex contracture reduction COA 02-Feh-10 Yes )
non-infantile onset B R
Pompe disease (8
BLA 125291 | alglucosidase alfa Lumizyme years and older) BMWT COA 24-May-10 Yes
unresectahle or
BLA 125377 | ipilimumab Yervoy metastatic melanoma | QS COA 25-Mar-11 Yes

=]



Table 1. Primary Endpoint Types 2010-2012

Endpoint Accel | Orphan
Type | # | Drug Name Trade Name | Abbrev Indication Primary Endpoint Type AP date AP Prug
organ rejection
prophylaxis in kidney biopsy proven active
for EBV seropositive | rejection, raft loss,
| BLA 125288 | belatacept Nulojix patients | deathor LTFU COA 15-Jun-11 Yes
unresectable or
metastatic melanoma
NDA | 202429 | vemurafenib Zelboraf with BRAF mutation 0Ss COA 17-Aug-11 Yes
hereditary VAS composite
_NDA | 022150 | icatibant acetate Firazyr angioedema symptom/pain score | COA 25-Aug-11 Yes o
rmijX-mmm.meﬁ. _n_‘@_ucmjﬂw\ of QﬂO_u
NDA | 202067 | clobazam Onfi seizure disorder seizures COA 21-Oct-11 Yes
teduglutide {rDNA
NDA | 203441 | origin) Gattex short bowel syndrome | reduction in TPN COA 21-Dec-12 Yes
Type 2 Diabetes
NDA | 022341 | liraglutide Victoza Mellitus | HGA1IC surrogate 25-Jan-10 B
treatment of post- new morphometric
menopausal vertebral fractures
| BLA 125320 | denosumab Prolia osteoporosis on Xray surrogate 01-Jun-10 .




Tabie 1. Primary Endpoint Types 2010-2012 o i L ~
Endpoint Accel | Orphan
Type | # | Drug Name Trade Name | Abbrev Indication Primary Endpoint | Type AP date AP Drug
% change visceral
tesamorelin for Lipodystrophy in HIV adipose tissue by
| NDA | 022505 | injection Egrifta _patients CT scan surrogate 10-Nov-10 B
azilsartan :
NDA | 200796 | medoxomil Edarbi hypertension BP surrogate 25-Feb-11
B chronic obstructive
pulmonary disease
NDA | 022522 | roflumilast Daliresp  (COPD) FEV1 surrogate 28-Feb-11
a chronic hepatitis C
(CHC) in subjects with
genotype 1 hepatitis C
NDA | 202258 | boceprevir Victrelis virus (HCV) SVR surrogate 13-May-11
treatment-naive HIV-1
NDA | 202022 | rilpivirine Edurant | infection o _viral load surrogate 20-May-11 | o
. chronic hepatitis C
(CHC) in subjects with
genotype 1 hepatitis C
~NDA | 201917 | telaprevir Incivek virus (HCV) SVT surrogate 23-May-11 L
. chronic obstructive
indacaterol Arcapta pulmonary disease
NDA | 022383 | maleate Neohaler (COPD) B | FEVYT surrogate 01-Jul-11 o —




|ﬁm|E.mJn.”;_.u_,w3m_,< m:o_,_uom_: Types NS,.?NEN )
Endpoint Accel | Orphan
| Type | # Drug Name Trade Name | Abbrev Indication Primary Endpoint Type AP date AP Drug
advanced renal cell
NDA | 202324 | axitinib Inlyta _carcinoma (RCC) PES - surrogate 27-Jan-12 -
locally advanced or
unresectable basal cell
NDA | 203388 | vismodegib Erivedge carcinoma | ORR surrogate 30-Jan-12
'NDA | 202514 | tafluprost Zioptan open-angle glaucoma | |OP surrogate 10-Feb-12
anemia in chronic Hgb, plt ct, liver and
NDA | 202799 | peginesatide Omontys kidney disease spleen volume surrogate 27-Mar-12
HER2-positive (HER2+)
metastatic breast .
BLA 125409 | pertuzumabh Perjeta cancer PFS surrogate 08-Jun-12
lorcaserin
NDA | 022529 | hydrochloride Belvig obesity weight loss surrogate 27-Jun-12
chronic obstructive
aclidinium Tuderza pulmonary disease
'NDA | 202450 | bromide Pressair (COPD) - FEV1 | surrogate 23-Jul-12
elvitegravir,
cobicistat,
emtricitabine,
tenofovir
disopraxil treatment-naive HIV-1
NDA | 203100 | fumarate Stribild infection viral load surrogate 27-Aug-12
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Table 1. Primary Endpoint Types 2010-2012 o - - 3
Endpoint Accel | Orphan
| Type | # Drug Name Trade Name | Ahbrev Indication Primary Endpoint Type AP date AP Drug |
: chemotherapy- duration of severe
| BLA | 125294 | tho-filgrastim induced neutropenia | neutropenia surrogate 29-Aug-12
symptomatic
vitreomacular vitreomacular
BLA | 125422 | ocriplasmin Jetrea adhesion | adhesion resoluton | surrogate 17-Oct-12 B
Type 2 Diabetes -
NDA | 201280 | linagliptin Tradjenta Mellitus HgA1C surrogate 02-May-11
metastatic colorectal
BLA 125418 | ziv-aflibercept Zaltrap cancer 0S COA 03-Aug-12
BLA | 125276 | tocilizumab Actemra rheumatoid arthritis ACR20, 50, 75 COA 08-Jan-10 ]
visual improvement
NDA | 021201 | polidocanol Asclera varicose veins in veins COA 30-Mar-10
estradiol valerate
and estradiol
valerate/dionoges
NDA | 022252 |t Natazia cantraception Pearl index COA 06-May-10
hormone refractory
metatstatic prostate
NDA | 201023 | cabazitaxel Jevtana cancer 0Ss o COA 17-Jun-10
NDA | 022134 | alcaftadine Lastacaft allergic conjunctivitis | ocular itching COA 28-Jul-10




Table 1. Primary Endpoint Types 2010-2012

Endpoint Accel | Orphan
Type | # | Drug Name Trade Name | Abbrev Indication Primary Endpoint | Type AP date AP | Drug
1) torticollis rate
scale (TWSTRS), 2)
incobotulinumtoxi 1) cervical dystonia; 2) | Jankovic rating
BLA | 125360 | n A Xeomin blepharospasm | scale COA 30-Jul-10 -
Emergency
| NDA | 022474 | ulipristal acetate | Ella contraception pregnancy COA 13-Aug-10
annualized relpase
rate by expanded
disability status
NDA | 022527 | fingolimod Gilenya multiple sclerosis “scale COA 21-Sep-10
reduction of stroke
and systemic composite endpoint
dabigatran embolism in atrial stroke and systemic
NDA | 022512 | etixilate mesylate | Pradaxa fibrillation embolism COA 19-Oct-10
lurasidone
NDA | 200603 | hydrochloride Latuda schizophrenia 2 symptom scales COA 28-Oct-10 |
1) cessation of
lesion spread and
1) acute bacterial skin m__.um_msn_um oﬂmﬂwwﬁ
. clinical cur es
.m:a m_m_: structure Test of Cure 2)
infections (ABSSSI); 2) composite clinical
Community-acquired | signs + symptom
NDA | 200327 | ceftaroline fosamil | Teflaro pneumonia scale COA 29-0ct-10
Metastatic breast
NDA | 201532 | eribulin mesylate | Halaven cancer 0Ss COA 15-Nov-10




| Table 1. Primary Endpoint Types 2010-2012 B -
Endpoint Accel | Orphan
Type |# | Drug Name Trade Name | Abbrev Indication Primary Endpoint Type AP date AP Drug
NDA | 022408 | spinosad Natroba head lice - live lice COA 18-Jan-11
major depressive depressive
| NDA_ | 022567 | vilazodone Viibryd disorder symptoms COA 21-Jan-11
SLE composite
systemic lupus scale and time to
BLA | 125370 | belimumab Benlysta erythematosus (SLE) flare COA 09-Mar-11 -
gabapentin
NDA | 022399 | enacarbil Horizant restless legs syndrome | [RLS SG criteria COA 06-Apr-11
metastatic castration-
resistant prostate
abiraterone cancer following
NDA | 202379 | acetate Zytiga chemotherapy 0Ss COA 28-Apr-11
clinical response
C. dificile-associated (diarrhea or other
NDA | 201699 | fidaxomicin Dificid diarrhea symptoms) COA 27-May-11
% reduction seizure
| NDA | 022345 | ezogabine Potiga partial-onset seizures frequency COA 10-Jun-11 N
prophylaxis of deep
vein thrombosis which
NDA | 022406 | rivaroxaban Xarelto may lead to PE VTE COA 01-Jul-11
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_Table 1. Primary Endpoint Types 2010-2012

Endpoint Accel | Orphan
Type |# | Drug Name Trade Name | Abbrev Indication Primary Endpoint Type | AP date AP Drug
acute coronary OO_ﬁbom:m CcvV
NDA | 022433 | ticagrelor Brilinta | syndrome death, MI, stroke COA 20-Jul-11
age-related macular maintenance of
BLA | 125387 | aflibercept Eylea _degeneration vision COA 18-Nov-11
clearance rate (no
NDA | 202833 | ingenol mebutate | Picato actinic keratosis visivle AK lesions) COA 23-Jan-12
co-primary RDS
(xray and O2 sat)
prevention of RDS in and RDS-remated
NDA | 021746 | lucinactant Surfaxin premature infants mortality COA 06-Mar-12
NDA | 202276 | avanafil Stendra erectile dysfunction 3 functional scales COA 27-Apr-12 o
co-primary
incontinenece
episodes and mean
NDA | 202611 | mirabegron Myrhetriqg overactive bladder micturitions COA 28-Jun-12
sodium
picosulfate, colon cleansing prior
magnesium oxide, to colonoscopy in successful cleansing
NDA | 202535 | citric acid Prepopik adults (ClinRO) COA 16-Jul-12
1) chronic idiopathic
S 1) sponstaneous
constipation; 2) bowel movement 2)
irritable bowel ROME |l criteria
'NDA | 202811 | linaclotide Linzess syndrome with (PRO) COA 30-Aug-12

10




| Table 1. Primary Endpoint dmumm 2010-2012

Endpoint Accel | Orphan
Type | # Drug Name | Trade Name | Abbrev Indication Primary Endpoint Type AP date AP Drug
constipation
o metastatic castration- o =
resistant prostate
NDA | 203415 | enzalutamide Xtandi cancer 0s COA 31-Aug-12 ]
annualized relapse
NDA | 202992 | teriflunomide Aubagio multiple sclerosis rate, disability score | COA 12-Sep-12
metastatic colorectal
NDA | 203085 | regorafenib Stivarga cancer 0S COA 27-Sep-12 A -
NDA | 202834 | perampanel Fycompa partial-onset seizures | seizure frequency COA 22-Oct-12
NDA | 203214 | tofacitinib citrate | Xeljanz rheumatoid arthritis ACR 20 COA 06-Nov-12
prevention of stroke
or systemic embolisim
associated with atrial | ayents of stroke or
'NDA | 202155 | apixaban Eliquis fibrillation _systemic embolism COA 28-Dec-12




Table 1. Primary Endpoint Types 2010-2012 ) B
Endpoint | Accel | Orphan
Type | # Drug Name Trade Name | Abbrev Indication Primary Endpoint Type AP date AP Drug
clinical response, <2
HIV-associated watery blowel
NDA | 202292 | crofelemer Fulyzaq diarrhea movements/week COA 31-Dec-12




Table 2. CDER NME/NBE Accelerated Approvals Oct 1, 2007 through April 30, 2014
N licati .
Type % Drug (Trade name) Therapeutic Area Abbrev. indication AP date Rare Y/N
NDA 22145 raltegravir (Isentress) Infectious disease | o treatment-experienced HIV-1 infection 10/12/2007 No
NDA 22068 nilotinib (Tasigna) Oncology Philadephia chromosome positive CML 10/29/2007 Yes
treatment-experienced HIV-1 pagtients who have evidence of viral
NDA 022187 etravirine (Intelence) Infectious disease replication and HiV-1 strains resistant to an NNRTI and other 18-Jan-08 No
antiretroviral agents )
sltrombona Hematology (non- thrombocytopenia in patients with chronic immune idiopathic
NDA 022291 ?ngnmvm osnm< thrombocytopenic purpura who have insufficient response to 20-Nov-08 Yes
corticosteroids, immunoglobulins, or splenectomy
ral
NDA 022468 P hww_ﬂwﬂ_ﬂm Oncology relapsed or refractory peripheral T-cell lymphoma 24-Sep-09 Yes
) ) hroni h ic leu i : i
BIA 125326 ofatumumah Snslop chronic lymphocytic leukemia refractory to fludarabine and 26-0ct-09 Ves
(Arzerra) - alemtuzumab
brentusimab Hodgkin lymphoma after failure of autologous stem cell transplant
BLA 125388 P— Oncology or after failure of at least twe prior multi-agent chemotherapeutic 19-Aug-11 Yes
regimens
imab
BLA 125388 UMMH,M_HM_ Oncology Relapsed systemic anaplastic large cell lymphoma 19-Aug-11 Yes
) ~ non- I i inase-positi
NDA 302570 crizotiniib {Xalkori) GhEeleEY non-small cell lung cancer, mMMwWM:n lymphoma kinase-positive 26-Aug-11 Vi
- el y 2 3 . -

NDA 021825 n_.@ﬂm.:uﬂosm Hematology (non Transfusional iron o<m10mm due to w:m_.mm.mmB_m syndromes when 14-0ct-11 Yes

- (Ferriprone) ong) - current chelation therapy is inadequate )

ot F - - ;
NDA 202714 Satlaoiil (KyRFI Fif Gy patients with multiple myeloma ,__,...:o received at least two prior 20-1ul-12 i
- o —_— - o therapies
NDA 203585 oamnmﬁ,mx_:m Oneology chronic myeloid leukemia with resistance or intolerance to two or 26-Oct-12 Yes
- (Synribo) ) more TKls B
chronic myeloid leukemia (CML) and Philadelphia chromosome
NDA 203469 ponatinib Oncology positive acute lymphoblastic leukemia (Ph+ALL) resistant or 14-Dec-12 Yes
| - intolerant to prior TKI




NDA 204384 bedaguiline | Infectious disease pulmonary multi-drug resistant tuberculosis 28-Dec-12 Yes
. 5 y X .
NDA 204026 BB Oncology multiple myeloma in patients who _.Ee.m received at least two prior 08-Feb-13 Ves
- ‘ therapies )
. mantle cell lymphoma in patients who have received at least one
NDA 205552 ibrutinib Oncology . 13-Nov-13 Yes
. prior therapy e
NDA 203202 droxidopa Cardiovascular neurogenic orthostatic hypotension 2/18/2014 Yes
NDA 205755 ceritinib ) Oncology alk+ NSCLC 4/29/2014 Yes




Table3. CDER AA Non-NME/NBE October 1, 2007 through April 30, 2014

Therapeutic

Type #/suppl Drug (Trade name) ror Abbrev. Indication AP date Rare
NDA | 205552 Ibrutinib (Imburvica) | Oncology o 2/12/2014 | Yes
NDA NOAW.E\m-ooH Trametinib (Mekinist) Oncology Melanoma BRAF V600 E or K 1/8/2014 Yes
| NDA Non@m\m-QON Dabrafenib (Tafinlar) Oncology _/\_m_mslo:,_m BRAF V600 E or K 1/9/2014 Yes
. BLA | 125151/5-184 | ldursulfase (Elaprase) I[EM 1 Hunter Syndrome 6/24/2013 Yes
o Philadelphia chromosome-negative acute
Vineristiog siiliaie lymphoblastic leukemia (ALL) in second or third
NDA 202497 liposomal injection Oncology ymp \ 8/9/2012 Yes
. relapse or whose disease has progressed
(Margibo) . ; ; ;
B _following two or more anti-leukemic therapies.
Pediatric and adult patients with tuberous
EutaliGS [iHiniter sclerosis complex (TSC) who have subependymal
NDA 203985 Dispers] Oncology giant cell astrocytoma (SEGA) that requires 8/29/2012 Yes
3 therapeutic intervention but cannot be curatively
. resected.
N —— Reduce risk of preterm birth in women with a
NDA 21945 yaroxyprog Obstetrics singleton pregnancy who have a history of 23/2011 No
caproate (Makena) . ,
B singleton spontaneous preterm birth
NDA | 022393/5-004 xoy_\__/__ﬂrm._vmwMuzz_qu Oncology peripheral T-cell lymphoma 6/16/2011 Yes
B sub i jat
NDA | 02233476 AFINITOR Oncology | Subependymalgiant cell astocytomaassociated | 19 5510 | yes
with tuberous sclerosis
NDA 021986/ 8 SPRYCEL ~ Oncology Ph+ CML in chronic phase 10/28/2010 Yes
TASIGNA (NILOTINIB
D 22 d i i
NDA 022068/ 5 AMN107) Oncology Ph+ CML in chronic phase 6/17/2010 Yes
NDA 022059 /7 TYKERB TABLETS Oncology \Immm+ breast cancer 1/29/2010 No




infecti

NDA | 022187/1 | TMC 125 ETRAVIRINE _:owwm_wm“m HIV-1 11/24/2009 | No
a GLEEVEC (IMATINIB B

NDA 021588 /25 MESYLATE) Oncology CD117+ GIST 12/19/2008 Yes
- ] 100/400MG i -

ALIMTA (PEMETREXED
NDA 021462 /15 DISODIUM) 500MG Oncology NSCLC 9/26/2008 No
VIALS
NDA 050718 /33 DOXIL Oncology AIDS-related Kaposi's Sarcoma 6/10/2008 No
NDA | 020634/47 LEVAQUIN __Mmm%% inhalational anthrax 5/5/2008 Yes
. —
NDA | 020635/51 LEVAQUIN _:omm%“m Inhalational anthrax 5/5/2008 Yes
LEVAQUIN(LEVOFLAXIN :
Infectious .
NDA 021721 /15 ORAL Disease Inhalational anthrax 5/5/2008 Yes
SOLUTION)25MG/M
BLA | 125085/5-169 bevacizumab i Oncology Glioblastoma 5/5/2009 Yes
BLA | 125085/5-091 bevacizumab Oncology HER2- breast cancer 2/22/2008 No
B-cell CLL whase disease has not responded to or
! . .
NDA 22273 dlaEanine phiasphae Ghalogy 1as progressed during or mﬁmﬂ treatment s.:ﬁ.: at 18-Dec-08 Yes
least one standard alkylating-agent containing
regimen
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